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What is claimed is: 

1. A compound for modulating kinase activity according to formula I, 




I 

or a pharmaceutically acceptable salt, hydrate, or prodrug thereof, wherein, 

is selected from -H. halogen, -OR^ -NO2, -NH2. -NR^R*, and optionally substituted 

lowCT alkyl; 

is selected from =N-, =C(H)-, and =C(CN)-; 

Z is selected from -S(0)o.2-, -0-, and -NR^-; 

Ar is either a group of formula II, or of formula HI, 




n in 

wherein, 

R^ is selected from -H, halogen, tiihalomethyl, -CN, -NO2, -NH2, -OR^, -NR^R*, 

.S(0)o-2R^ -S02NR^^ -C02R^ -C(0)NR^^ -N(R^)S02R^ -N(R')C(0)R^ 
-N(R^)C02R^, -C(0)R^, and optionally substituted lower alkyl; 

q is 0 to 4; 

G is a group -B-LrT, wherein 

B is selected from absent, -N(R^^)-, -NCSOjR")-, -0-, -S(0)o-2-, and -C(=0)-; 

L is selected from absent, .C(=S)N(R^^)-, -C(=NR»'^N(R")-. -S02N(R")-, -SO2-, 
-C(=0)N(R")-, -N(R")-, -C(=0)Ci.2alkylN(R")-, -N(R*^)Ci-2alkylC(=0)-, 
-C(=0)CMalkylC(=0)N(R")-, -C^alkylene-, -C(=0)Co-ialkylC(=0)OR'-, 
-C(=NR^*)Co-ialkylC(=0)-, -C(=0)-, -C(=0)Co-ialkylC(=0)-, and an 
optionally substituted four to six-membered heterocyclyl containing 
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between one and three annvdar heteroatoms including at least one nitrogen; 



and 



T is selected from -H, -R", -CcMalkyl, -C(MalkylQ. -OC(MalkylQ, -Ca4alkylOQ, 
-N(R*^)C<v4alkylQ, -SOiCo^alkylQ, -C(=0)C<MalkylQ, -C(MalkylN(R^^)Q, 
and -C(=0)N(R^^)Co-4alkylQ, wherein each of the aforementioned QMalkyl 
is optionally substituted; 

J is selected from -S(0)o.2-. -0-, and -NR^^-; 

RMs-HorR^ 

R"* is selected from optionally substituted lower alkyl, optionally substituted aryl, 
optionally substituted lower arylalkyl, optionally substituted heterocyclyl, and optionally 
substituted lower heterocyclylalkyl; or 

R^ and R"^, when taken together witii a common nitrogen to which they are attached, form 
an optionally substituted five- to seven-membered heterocyclyl, said optionally substituted 
five- to seven-membered heterocyclyl optionally containing at least one additional annular 
heteroatom selected from N, O, S, and P; 

and are each independently selected from =N-, =C(RV; 

R^ is -H or optionally substituted lower alkyl; 

D is selected from -0-, -S(0)o.2-, and -NR^^-; 

R^° is either R^, or according to formula IV; 



wherein X\ X^, and optionally X^, represent the atoms of a saturated bridged ring system, 
said saturated bridged ring system comprising up to four annular heteroatoms represrated 
by any of X\ X^, and X^; wherein, 

each X^ is independentiy selected from -C(R^)R^-, -0-, -S(0)o.2-, and -NR^s 

each X^ is independently an optionally substituted bridgehead methine or a 




IV 



bridgehead nitrogen; 



each X^ is independently selected from -C(R^R^-, -0-, -S(0)o-2-, and -NR^-; 



295 



wo 2005/030140 



PCT/US2004/031523 



Y is either: 

an optionally substituted lower alkylene linker, between D and either 1) any 
annular atom of the saturated bridged ring system, except when is a 
bridgehead nitrogen, or 2) any heteroatom, represented by any of or R^; 
provided there are at least two carbon atoms between D and any annular 
heteroatom of the saturated bridged ring system or any heteroatom 
represented by any of R^ or R^; 

or Y is absent, when Y is absent, said saturated bridged ring system, is directly 
attached to D via an aimular carbon of said saturated bridged ring system, 
unless D is -SO2-, in which case said saturated bridged ring system, is 
directly attached to D via an any annular atom of said saturated bridged 
ring system; 

m and p are each independently 1-4; 

n is 0-2, when n = 0, then there is a single bond between the two bridgehead X^ 's; 

R^ and R^ are each independently selected from -H, halogen, trihalomethyl, -CN, -NH2, 
-NO2, -OR^ -NR^R^, -S(0)o,2R^ -SO2NRV, -C02R^ -C(0)NR^R^ -N(R^)S02R^ 
-N(R^)C(0)R^, -NCOaR^, -C(0)R^, optionally substituted lower alkyl, optionally 
substituted aryl, optionally substituted lower arylalkyl, optionally substituted heterocyclyl, 
optionally substituted lower heterocyclylalkyl, and a bond to either Y or D; or 

R^ and R^, when taken together are 0x0; or 

R^ and R^, when taken together with a common carbon to which they are attached, form a 
optionally substituted three- to seven-membered spirocyclyl, said optionally substituted 
three- to seven-membered spirocyclyl optionally containing at least one additional annular 
heteroatom selected from N, O, S, and P; 

R^ is selected from -R^ Y, -S02NR^R^ -C02R\ -C(0)NR^R^ -S02R^ and -C(0)R^ 

R^^ is selected from -H, -C(=0)R^ -C(=0)OR^ -C(=0)SR^ -S02R\ -C(=0)N(R^)R^ and 
optionally substituted lower alkyl, 

two R^"^, together with the atom or atoms to which they are attached, can combine to form 
a heteroalicyclic optionally substituted with between one and four of R^^, said 
heteroalicyclic can have up to four annular heteroatoms, and said heteroalicyclic can have 
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an aryl or heteroaryl fused thereto, in which case said aryl or heteroaryl is optionally 
substituted with an additional one to four of R^^; 

R^"^ is selected from -H, -NO2, -N(R^)R'^, -C3^, -OR^, optionally substituted lower 

alkyl, optionally substituted heteroalicyclylalkyl, optionally substituted aryl, optionally 
substituted arylalkyl and optionally substituted heteroalicyclic; 

R^^ is a group -M^-M^, wherein is selected from absent, -C(=S)N(R^^)-, 
-C(=NR'^N(R'V/ "S02N(R^^)-, -SO2-, -C(=0)N(R'')-, -C(=0)C(=0)N(R'V, -Cq- 
4alkylene-, -C(=0)-, and an optionally substituted four to six-membered hetercyclyl 
annular containing between one and three heteratoms including at least one nitrogen; and 
is selected from -H, -Co^alkyl, alkoxy, -C(=0)C(MalkylQ, -QMalkylQ, -OQMalkylQ-, 
-N(R^^)Co^alkylQ-, and -C(=0)N(R*^)C(MalkylQ; and 

Q is a five- to ten-membered ring system, optionally substituted with between zero and 
four of R^^ 

R^ is selected from -H, halogen, trihalomethyl, -CN, -NO2, -NH2, -OR^, -NR^R^ 
.S(0)o.2R^ -S02NR^^ -C02R^ -C(0)NR'R^ -N(R^)S02R^ -N(R')C(0)R^ 
-N(R^)C02R^, -C(0)R^, and optionally substituted lower alkyl; 

R^^ is selected from -H, halogen, trihalomethyl, -CN, -NO2, -NH2, -OR^ -NRV, 
-S(0)o.2R^ -S02NR^R', -C02R^ -C(0)NR'R^ -N(R^)S02R^ -N(R')C(0)R^ 
-N(R^)C02R^, -C(0)R^, optionally substituted lower alkyl, optionally substituted aryl, 
optionally substituted heteroarylalkyl, and optionally substituted arylalkyl; 

two of R^^, when attached to a non-aromatic carbon, can be 0x0; 

with the proviso, only when Ar is according to formula n, if Y is a Ci^ alkylene; Z is 
-NH- or -N(CH3)-; R^ is a Ci-6alkyl optionally substituted in the 2-position by -OH or a Ci. 
4alkoxy group; R^ is -H or halogen; n = 0; and the atoms, X\ of one bridge of the saturated 
bridged ring system, when combined with both bridgehead atoms, X^, of the saturated 
bridged ring system, represent: 

1) either a pyrrolidine or a piperidine, and any atom, X* or X^, of either of said 
pyrrolidine or said piperidine is attached to Y, then the other bridge of said 
saturated bridged ring system cannot be any one of -0C(0)CH2-, 
-CH20C(0)-, -OC(0)CH2CH2-, -CH20C(0)CH2-, -CH2CH20C(0)-, 
-0C(0)CH2NH-. -0C(0)CH2N(Ci^alkyl)-, and -0C(0)CH20-; or 
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2) either a piperazine or a 4-(Ci^alkyl)-piperazine, and any atom, or X^, of 

either of said piperazine or said 4-(Ci^alkyl)-piperazine is attached to Y, 
then the other bridge of said saturated bridged ring system, only when 
attached via the 2- and the 3-position of either of said piperazine or said 
4-(Ci^alkyl)-piperazine, cannot be one of -CH20C(0)CH2-, 
-CHaCHaOCCO)-, and eiflier of the two aforementioned bridges optionally 
substituted by one or two Ci-aalkyl groups; or 

3) a piperazine, and any atom, X^ or X^, of said piperazine is attached to Y, then 

the other bridge of said saturated bridged ring system, only when attached 
via the 3- and the 4-position of said piperazine, cannot be one of 
-C(0)OCH2CH2-, -CH20C(0)CH2-, and either of the two aforementioned 
bridges optionally substituted by one or two Ci.2alkyl groups, and only 
when either of the two aforementioned bridges are attached to the 
3-position of said piperazine via their left-hand end as depicted above; or 

4) a 2-oxomorpholine, said 2-oxomorpholine attached to Y via its 4-position, then 

the other bridge of said saturated bridged ring system, only when attached 
via the 5- and the 6-position of said 2-oxomorpholine, cannot be one of 
-(CH2)g-, -CH2WCH2-, ■.CH2WCH2CH2-, and -CH2CH2WCH2-, wherein W 
is -0-, -S(0)o-2-, -NH-, or -N(Ci^alkyl)- wherein g is 2, 3, or 4; 

and with the proviso that when Z is-O-, Ar is according to formula II, and the portion of G 
directly attached to Ar is selected from: 



0 


H H 

s 


H H 


0 












v° 


H 





then must be of formula IV; 
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and with the proviso that when Ar is phenylene or substituted phenylene, Z is -S(0)o-2- or 

O O 

-0-, then the portion of G directly attached to Ar cannot contain R 
when is selected from -H, Ci^alkyl, and Ci^alkoxyl. 

2. The compound according to claim 1, wherein In one example, the compound is 
according to paragraph [0033], wherein Z is either -O- or -NR^-. 

3. The compound according to claim 2, wherein G is selected from the following: 



F,13 R13 

N N Q 


R" Ri3 

^ T T 

R^* 


^ Y 
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o o 
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R13 

N c Q 


R13 


R13 


R13 
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o o 


R13 
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Rl3 

o o 
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o o 
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p o 
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R« 




O 
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/ xO-3 
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p13 Rl3 
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p13 


R13 Rl3 


R13 




O o 


' / \0t2 _ 

o o 



wherein wherein Q, R^, and R^' aie as defined above; each E is selected fix)ni -0-, 
-N(R")-, -CH2-, and -S(0)o-2-; M is selected firom -0-. -NCR'')-, -CH2-, and 
-C(=0)N(R*^-; each V is independently either =N- or =C(H)-; each methylene in any of 
the above formulae is independently optionally substituted with R^; and R^ is selected 
from halogen, trihalomethyl, -CN. -NO2, -NH2, -OR^ -NR^R*. -S(0)o-2R^ -S02NR^^ 
-C02R^ -C(0)NR^^ -N(R^)S02R^ -N(R')C(0)R^ -N(R^)C02R^ -C(0)R^ optionaUy 
substituted aryl, optionally substituted arylalkyl, heteroarylalkyl, and optionaUy 
substituted lower alkyl; two of R^, together with the carbon or carbons to which they are 
attached, can combine to form a three- to seven-membered alicyclic or heteroalicyclic, two 
of R^ on a single carbon can be 0x0. 

4. The compound according to claim 3, wherein Ar is according to one of formula 
na, nb, and nia. 

(R2)w (R^)i^ (R'')i-3 

Ha nb ma 

1 • 3 

5. The compound according to claim 4, wherein D is -O- and R is -OR . 

6. The compound according to claim 5, wherein -0-R^° and R^ are interchangeably 
located at the 6-position and 7-position of the quinazoline or quinoline according to 
formula I. 

7. The compound according to claim 6, wherein R^ is -OH or -OCi^alkyl. 

8. The compound according to claim 7, wherein is =N- or =C(H)-. 

9. The compound according to claim 8, wherein G is selected from: 
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O R^3 


Rl3 Rl3 

s o 


R^3 R^3 

o o 


o 


(R^O-4 

o o 




Rl3 

o 


o o 


R13 Rl3 


1 / \0-1 J. 

o o 

(R^°)0-4 


f^(R^)0-4 


° ''-OR' 



wherein Q, R^, R^^. E, and R®* are as defined above; each methylene in any of the above 
formulae, other than those in a depicted ring, is independently optionally substituted with 
R^; and R^ is selected from halogen, trihalomethyl, oxo, -CN, -NO2, -NH2, -OR , 
-NR^\ -S(0)o.2R', -S02NR3R^ -CO2R'. -C(0)NR3R^ .N(R3)S02R^ -N(R')C(0)R^ 
-N(R^)C02R^, -C(0)R', optionally substituted aryl, optionally substituted arylalkyl, 
heteroarylalkyl, and optionally substituted lower alkyl; two of R^, together with the 
carbon or carbons to which they are attached, can combine to form a three- to seven- 
membered alicyclic or heteroalicyclic. 



10. The compound according to claim 9, wherein Q is selected from: 



/=w(R2°)(m 












^ (R2°)o-4 





wherein R^ is defined as above, and P is a five- to seven-membered ring, including the 
two shared carbons of the aromatic ring to which P is fused, P optionally containing 



between one and three heteroatoms. 
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11. The compound according to claim 10, wherein Ar is according to formula Ha, and 
G is selected from: 



o 




^0-2 


(R.^°)(M 
"0-2 


(r60)/ no.2 


O 

^N.JU ^R" 

O 



wherein Q, R^, R", E, and R^" are as defined above, and each methylene in any of the 
above formulae, other than those in a depicted ring, is independently optionally substituted 
with R^; and is selected from halogen, trihalomethyl, oxo, -CN, -NO2, -NH2, -OR^, 
-NR^^ -S(0)o.2R^ -S02NR^^ -C02R^ -C(0)NR^R^ -N(R^)S02R^, -N(R^)C(0)R^ 
-N(R^)C02R^, -C(0)R^, optionally substituted aryl, optionally substituted arylalkyl, 
heteroarylalkyl, and optionally substituted lower alkyl; two of R^, together with the 
carbon or carbons to which they are attached, can combine to form a three- to seven- 
membered alicyclic or heteroalicyclic. 

12. The compound according to claim 10, wherein Ar is according to formula Hb, and 
G is selected from: ^ 



0 0 


0 0 




0 0 


0 ° (P^o^ 


R13 

0 0 
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wherein Q, R^^, E, and are as defined above, and each methylene in any of the 
above formulae, other than those depicted in a ring, is independently optionally substituted 
with R^; and R^ is selected from halogen, trihalomethyl, oxo, -CN, -NO2, -NH2, -OR^, 
.NR^R^ -S(0)o.2R^ -S02NR^R^ .C02R^ -C(0)NR^R^ -N(R^)S02R^ -N(R^)C(0)R^ 
-N(R^)C02R^, -C(0)R^, optionally substituted aryl, optionally substituted arylalkyl, 
heteroarylalkyl, and optionally substituted lower alkyl; two of R^, together with the 
carbon or carbons to which they are attached, can combine to form a three- to seven- 
membered alicyclic or heteroalicyclic. 

13. The compound according to claim 12, wherein the methylene between the two 
caibonyls of the depicted formulae is di-substituted with either optionally substituted 
lower alkyl, or an optionally substituted spirocycle. 

14. The compound according to claim 11 or claim 12, wherein R^^ is a heteroalicylic 
or a Ci^alkyl-heteroalicylic. 

15. The compound according to claim 14, wherein at least one of R^ is halogen. 

16. The compound according to claim 14, wherein R^° is according to formula IV. 

17. The compound according to claim 16, wherein the saturated bridged ring system 
according to formula IV has a geometry selected from the group consistmg of [4.4.0], 
[4.3.0], [4.2.0], [4.1.0], [3.3.0], [3.2.0], [3.1.0], [3.3.3], [3.3.2], [3.3.1], [3.2.2], [3.2.1], 
[2.2.2], and [2.2.1]. 

18. The compound according to claim 17, wherein Y is selected from 
-CH2CH2CH2CH2-. -CH2CH2CH2-, -CH2CH2-, -CH2-, and absent. 

19. The compound according to claim 18, wherein n is 0 and the saturated bridged ring 
system according to formula IV has a geometry selected from the group consisting of 
[4.4.0], [4.3.0], [4.2.0], [4.1.0], [3.3.0], [3.2.0], and [3.1.0]. 

20. The compound according to claim 19, wherein said saturated bridged ring system 
contains at least one annular nitrogen or at least one annular oxygen. 

21. The compound according to claim 20, wherein said saturated bridged ring system 
contains -NR^-, wherein R^ is selected from -H, optionally substituted lower alkyl, 
-C02R^ -C(0)NR^^ -S02R^ and -C(0)rI 
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22. The compound according to claim 20, wherein said saturated bridged ring system 
is of formula V , 

.0^ ^\ 



V 

wherein is selected from -0-, -S(0)o-2-, -MR*-. -CRV-, and absent; and e is 0 or 1. 

23. The compound according to claim 22, wherein Y is -CH2-. 

24. The compound according to claim 23, wherein is -NR*-, wherein is selected 
from -H, optionally substituted lower alkyl. -C02R^ -C(0)NR^R^ -S02R^ and -C(0)R^ 

25. The compound according to claim 23, wherein is -0-. 

26. The compound according to claim 23, wherein is absent. 

27. The compound according to claim 20, wherein Y is selected from -CH2CH2-, 
-CH.2-, and absent. 

28. The compound according to claim 27, wherein said saturated bridged ring system 
is of formula VI, 




VI 

12 

wherein R*, R", and r" are each independently selected from -H, and -OR ; or 

R^ is selected from -H, and -OR^^ and R^° and R", when taken together, are either an 

optionally substitoted alkylidene or an 0x0; 
R*2 is selected from -H. -C(0)R', optionaUy substituted lower alkylidyne. optionaUy 
substituted lower arylalkyUdyne, optionally substituted lower 
heterocyclylalkylidyne, optionally substituted lower alkylidene, optionally 
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substituted lower alkylidenearyl, optionally substituted lower 
alkyUdeneheterocyclyl, optionally substituted lower alkyl, optionally substituted 
lower alkylaryl, optionally substitiited aryl, optionally substituted lower 
hetetocyclylalkyl, and optionally substituted hetMocyclyl; 
or two R^^'s, when taken together, form 1) a corresponding spirocycUc ketal when said 
two R^^'s stem from R^° and R", or 2) a corresponding cycUc ketal when said two 
R^^'s stem from R' and one of R^° and R". 

29. The compound according to claim 28, wherein one of R" and R" is -OR^^, 
wherein R'^ is selected from -H, -C(0)R', and optionally substituted lower alkyl; and R' 
and tiie otiier of R^** and R" are both -H. 

30. The compound according to claim 29, wherdn Y is either -CH2- or absent. 

31. The compound according to claim 30, wherein R' is an alkyl group containing at 
least one fluorine substitution thereon. 

32. The compound according to claim 21, wherein said saturated bridged ring system 
is of formula VII. 



33. The compound accordmg to claim 32, wherein Y is eithw -CH2- or absent. 

34. The compound according to claim 33, wherein R* is metiiyl or ethyl. 

35. The compound according to claim 21, wherein said satiirated bridged ring system 
is of formula VJll. 




vn 




vra 



36. The compound according to claim 35, wherein Y is -CH2-. 



37. The compound according to claim 36, whraein R* is methyl or ethyl. 
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38. The compound according to claim 20, wherein said saturated bridged ring system 
is of formula IX 

I 



IX 

wherein is selected from -0-, -S(0)o.2-, -NR^-. -CR^^-, and absent. 

39. The compound according to claim 38, wherein of formula IX is selected from 
-H and optionally substituted alkyl. 

40. The compound according to claim 39, wherein is either -CR^^- or absent. 

41. The compound according to claim 40, wherein is either -CH2- or absent. 

42. The compound according to claim 41, wherein Y is -CH2-. 

43. The compound according to claim 21, wherein said saturated bridged ring system 
is according to formula X. 




44. The compound according to claim 43, wherein R^ is methyl or ethyl. 

45. The compound according to claim 1, selected from Table 1. 

Table 1 



Entry 



Name 



Stracture 
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Table 1 



Entry 


Name 


Structure 


1 


N-[({ 3-nuoro-4- [(6- 
(methyloxy)-7-{ [(3aR,6aS)- 
octahydrocyclopenta[c]pyrrol- 
5-ylmethyl]oxy}quinazolin-4- 
yl)oxy]phenyl } ai3aino)carbono 
thioyl]-2-phenylacetaiiude 




2 


Nr{[(3-fluoro-4-{[7« 
({[(3aR,6aS>2- 
methyloctahydrocyclopenta[c] 
pyn:ol-5-yl]methyl } oxy)-6- 
(methyloxy)quinazolin-4- 
yl]oxy}phenyl)amino]carbono 
thioyl } -2-phenylacetaimde 


H H 

N 

1 


3 


N-{[(4-{[6,7. 
bis(methyloxy)quinolin-4- 
yl]oxy}-3- 
fluorophenyl)(methyl)aniino]c 
arbonothioyl}-2- 
phenylacetamide 


o 

1 H 


4 


l-(4-{[6,7. 
bis(methyloxy)quinolin-4- 
yl]oxy}-3- 
fluorophenyl)inudazolidin-2- 
one 


-°W o-^V^n 


5 


l-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy } -3-fluorophenyl)-3- 
^henylmethyl)imidazolidin- 
2-one 




6 


l-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)-3- 
(phenylacetyl)iinidazolidin-2- 
one 
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Table 1 



Entry 


Name 


StruGture 


7 


ethyl [(4-{ [6,7- 
bis(methyloxy)quinolm-4- 
yl]oxy}-3- 
fluorophenyl)amino] (oxo)acet 
ate 


— O 




8 


N-{[(4.{[6,7- 
bis(methyloxy)quinazolin-4- 

yl]ainino}-3- 
fluorophenyl)ainino]carbonot 
hioyl }-2-phenylacetamide 


/^nA f 

11 1 H i 

H H 


9 


]Sr-(4.{[6,7- 
bis(inethyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)-N- 
methyl-N-(2- 
phenylethyl)sulfamide 


if 
N. 




10 


NK4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl] oxy } -3 -fluorophenyl)-3- 
(phenylinethyl>l,2,4- 
oxadiazol-S-amine 


v. 

if 

N, 




11 


l-(4.{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3- 
fluorophenyl)piperidin-2-one 


K 

N— 


12 


N-(4-{[6,7. 
bis(methyloxy)qmnolin-4- 
yl]oxy}-3-fluorophenyl)-N'- 
^henylmethyl)ethanediaimde 


— O 


\ P~\ jf"^^ HN->^ 

Q Q 
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Table 1 



Entry 


Name 


Structure 


13 


N-.(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)-4- 
phenyl-l ,3-thiazol-2-amine 


O 

H 


14 


N-(4.{[6,7- 
bis(methyloxy)qmnolin-4- 
yl]oxy } -3-fluorophenyl)-N*- 
(2-phenylethyl)ethanediamide 




15 


N-(4-{[6,7^ 
bis(methyloxy)quinolin-4- 
yljoxy } -3-fluorophenyl)- 1- 
phenylmethanesulfonamide 




16 


N-(4.{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)-2- 
phenylethanesulfonamide 


-o 


17 


4-{[6,7. 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluoro-N- 
(phenylmethyl)benzenesvdfon 
amide 


I- 


18 


4-{[6,7. 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluoro-N-methyl-N- 
(phenybnethyl)benzenesulfon 
amide 


1 N— ^ 
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19 


4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluoro-N-(2- 
phenylethyl)benzenesulfonam 
ide 




20 


4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy }-3-fluoro-N-methyl-N- 
(2- 

phenylethyl)benzenesulfonam 
ide 


N— ^ 


21 


4-{[6,7- 
bis(niethyloxy)quinolin-4- 
yl]oxy}-3-fluoro-N-(3- 
pheriylpropyl)benzenesulfona 
mide 




22 


l-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}.3- 
fluorophenyl)pyrrolidin-2-one 




23 


4-{[6,7- 
bis(methyloxy)quinolin-4- 

yl]oxy}phenyl 
(phenylinettiyl)carbamate 




24 


4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}phenyl (2- 
phenylethyl)carbamate 


H 
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25 


4-{[6,7- 
bis(inethyloxy)quinolin-4- 
yl]oxy}-3-fluoro-N-methyl-N- 

(3- 

phenylpropyl)benzenesulfona 
mide 




26 


N-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)-N'- 
phenylethanediamide 


)==\ ^ \v HN-^ 
N— ^ 


27 


iN-t [(J-iluoro-4-t L ' 'i Lv^" 
methyloctahydrocyclopenta[c] 
pyrrol-5-yl)methyl]oxy } "6- 
(inethyloxy)qumolin-4- 
yl]oxy }phenyl)amino]carbono 
thioyl } -2-phenylacetamide 


C x> H H 
N 

1 


28 


N-[(Z).[(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3- 
fluorophenyl)amino](inuno)m 
ethyl]-2-phenylacetainide 


H H 


29 


4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluoro-N-[2- 
(phenyloxy)ethyl]benzenesulf 
onamide 


W\ O— ^ V-S-NH 


30 


XT TVT fA f n 
JN,jN-t4-tlO,/- 

bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)-bis- 
(3-phenylpropane-l- 
sulfonamide) 
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31 


' N-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy } -3-fluorophenyl)-3- 
phenylpropane-l-sulfonamide 




32 


N2-[(4-{[6,7- 
bis(methyloxy)qmnolin-4- 

yl]oxy}-3- 
fluorophenyl)sulfonyl]-Nl- 
phenylglycinamide 




33 


N-(6.{[6,7- 
bis(methyloxy)qviinolin-4- 
yl]oxy}pyridin-3-yl)-2- 
phenylacetamide 


o 

H 


34 


N-{[(6.{[6,7. 
bis(methyloxy)quinolin-4- 

yl] oxy } pyridin-3 - 
yl)amino]carbonothioyl } -2- 

phenylacetamide 


O 

H H 


35 


6-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-l,3-benzothiazol-2- 
amine 


— q /=< T 


36 


6~{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-5-fluoro-l,3- 
benzothiazol-2-amine 


o W^T*^"^^ 

N— ^ 



313 



wo 2005/030140 



PCT/US2004/031523 



Table 1 



Enlry 


Name 


Structure 


37 


N-(6-{[6,7- 
bis(methyloxy)quinolin-4- 

yl]oxy } -5-fluoro- 1,3- 
benzotMazol-2-yl)-2- 
phenylacetamide 


— O 




0 


38 


N-(4.{[6,7. 
bis(methyloxy)quinolin-4- 
yl]oxy } -3-fluorophenyl)-N - 
(2-morpholin-4- 
ylethyl)ethanediamide 


— o 

N- 


O— ^ HN— X 




39 


benzyl- { [4-(6,7-dimethoxy- 
quinolin-4-yloxy)-3-fluoro- 
phenylcarbamoyl]-methyl }- 
carbamic acid tert-butyl ester 


" V 


H 


40 


Nl.(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)-N2- 
(phenylmethyl)glycinamide 




H 


41 


N2-acetyl-Nl-(4-{ [6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy } -3-fluorophenyl)-N2- 
(phenylmethyl)glycinamide 




H 


42 


N-(6-{[6,7- 
bis(methyloxy)qmnolin-4- 
yl]oxy}-l,3-benzothiazol-2- 
yl)-2-phenylacetainide 


— O 




X) 
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43 


benzyl- { [6-(6,7-dimethoxy- 
quinolin-4-yloxy)-pyridin-3- 

ylcarbamoyl]-methyl } - 
carbamic acid tert-butyl ester 


T 


H I 


44 


Nl-(6-{[6,7- 
bis(methyloxy)qiiinolin-4- 
yl]oxy}pyridin-3-yl)-N2- 
(phenylmethyl)glycinamide 


T 


H 1 


45 


N2-acetyl-Nl-(6-{ [6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}pyridin-3-yl)-N2- 
(phenylmethyl)glycinaiiiide 


T 


^^^^ M ^"v*^ ^S*^ ^Si^ 1 


46 


N-(6-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}pyridin-3-yl)-3- 
phenylpropanamide 


— O 


O— ^ >-NH 


47 


N-(6-{[6J- 
bis(inethyloxy)quinolin-4- 
yl]oxy}pyridin-3-yl)-4- 
phenylbutanamide 


11 


H 1 


48 


Nl-(6-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}pyridin-3-yl)-N2- 

methyl-N2- 
(phenylmethyl)glycinamide 




H 
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Name 

NK4-{[6,7- 
bis(methyloxy)quinolin-4- 
yljoxy l-S-fluorophenyO-Nr- 
{2-[4- 

(methyloxy)phenyl]ethyl }etha 
nediamide 




Structure 



o o 



\ 



50 



Nl-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy } -3 -fluorophenyl)-N2- 

methyl-N2- 
(phenylinethyl)glycinamide 




51 



4-[(2-amino-l ,3-benzothiazol- 
6-yl)oxy]-6,7-bis(methyloxy)- 
l-(2-oxo-2- 
phenylethyOquinolinium 




52 



N.{[(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]aimno }phenyl)amino]carbo 
nothioyl } -2-phenylacetaniide 




53 



N-(6-{[6,7- 
bis(methyloxy)quinolin-4- 
yl] ox y } -5 -fluoro- 1,3- 
benzothiazol-2-yl)-3- 
phenylpropanainide 




54 



N-{[(6.{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy } -5-chloropyridin-3- 
yl)anaino]carbonotliioyl } -2- 
phenylacetamide 




CI 

H H 
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55 


N-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)-N- 
(2,3-dihydro-lH-inden-l- 
yl)ethanediainide 


)=v P~C V- NH HN— 
N— 


56 


N-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy } -3-fluorophenyl)-N'- 
(2,3-dihydro-lH-inden-2- 
yl)ethanediamide 


Fv 


57 


N-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy }-3-fluorophenyl)-]SP- 
(1 ,2,3,4-tetrahydronaphthalen- 
. l-yl)ethanediainide 


N— ^ 


58 


N'-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)-N- 
(2-phenylethyl)-N- 
(phenylmethyl)sulf amide 




59 


Nl-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)-N2- 
(trifluoioacetyl)glycinamide 


N— ^ 


60 


N-{ [4-(6,7-dimethoxy- 
quinolin-4-yloxy)-3-fluoro- 
phenylcarbam6yl]-methyl } - 
benzamide 


n 

/ / \ 
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61 


N-(6-{[6,7- 
bis(methyloxy)quinolin-4- 
yl] oxy } pyridin-3-yl)-N'-(4- 
fluorophenyl)propaiiediaimde 


H H 


62 


N-(4-{[6,7- 

bis(methyloxy)quinolin-4- 
yl]oxy } -3 -fluorophenyl)-N'- 
[(2S)-1,2.3,4- 
tetrahydronaphthalen-2- 

^/Hof'n OTV^1/4<3l 

yi J cm oiiCQi dmiac 


N— ^ 


63 


N-(4-{[6,7- 
bis(methyloxy)qmnolin-4- 
yl]oxy}-3-fluorophenyl)-N- 
[2-(4- 

methylphenyl)ethyl]ethanedia 
mide 


N— ^ 


64 


N-(4.{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy }-3-fluorophenyl)-N*- 
(2- 

phenylpropyl)ethanediamide 




65 


N-(4.{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy } -3-fluorophenyl)-N'- 
[2-(4- 

chlorophenyl)ethyl]ethanedia 
mide 




66 


bis(methyloxy)qiiinolin-4- 
yl] oxy } -3 -fluorophenyl)-N J<P- 
bis(phenyhnethyl)sulf amide 


O' 



318 



wo 2005/030140 



PCT/US2004/031523 



Table 1 



Entry 


Name 


Structure 


67 


N-(4-{[6,7. 
bis(methyloxy)quinolin-4- 
yl]oxy } -3-fluorophenyl)-N JSr- 
bis(2-phenylethyl)sulf amide 




68 


ethyl [(6-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-5-chloropyridin-3- 
yl)aimno](oxo)acetate 


In 


69 


N-(6-{[6,7. 
bis(methyloxy)quinolin-4- 
yl]oxy } -5-chloropyridin-3- 

yl)-N'-(2- 
phenylethyl)ethanediainide 




70 


N.(6-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy }-5-cWoropyridin-3- 
yl)-N'-(4- 
fluorophenyl)propanediaimde 


H H 

n n 


71 


N-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)-N- 
(1,2,3,4-tetrahydronaphthalen- 
2-yl)ethanediamide 




72 


N-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)-]Sr- 
[2-(l-niethylpyrrolidin-2- 

yl)ethyl]ethanediamide 


>=v O— ^ Z"*^" HN— N^N^ 
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73 


N-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluoiophenyl)-N- 
[2- 

(phenyloxy)ethyl]ethanediaini 
de 


)=\ P~\ >/~NH HN^ 


74 


N-(4.{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy } -3-fluorophenyl)-N- 
[2-hydroxy-l- 
(phenylmethyl)ethyl]urea 


H H 


75 


l-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy }-3-fluorophenyl)-3- 
[(4-methylphenyl)sulfonyl]-4- 
(phenybiiethyl)imidazo]idin- 
2-one 


o 


76 


N'-(4-{[6,7. 
bis(methyloxy)quinolin-4- 
yl]oxy } -3-fluorophenyl)-N- 

methyl-N-(2- 
phenylethyl)ethanediamide 




11 


N-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)-N'- 
{[3- 

(trifluoromethyl)phenyl]meth 
yl }ethanediaiiiide 




78 


N.(4.{[6,7. 
bis(methyloxy)quinolin-4- 
yl] oxy } -3-fluorophenyl)-N'- 
{2-[3- 

(trifluoromethyl)phenyl]ethyl 
jethanediamide 


^ F 
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79 


N-(6.{[6,7- 
bis(methyloxy)quinolin-4- 
yljoxy }-5-chloropyridin-3- 
yl)-3-oxo-4- 
phenylbutanamide 


O 

H 


80 


N-(6-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-5-chloropyridin-3- 
yl)-2-[3- 
(trifluoiomethyl)phenyl]aceta 
mide 


H f'^'^ 


81 


6-{[6,7- 
bis(methyloxy)qiiinolin-4- 
yl]oxy}-5-fluoro-N-[2- 

(phenyloxy)ethyl]-l,3- 
benzothiazol-2-aimne 


N— ^ 


82 


6-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-5-fluoro-N-(2- 
piperidin- 1 -ylethyl)- 1 ,3 - 
benzothiazol-2-amine 




83 


6-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-5-fluoro-N-methyl-N- 

(2-phenylethyl)-l,3- 
benzothiazol-2-aimne 




84 


6-{[6,7- 
bis(methyloxy)quinolin-4- 

yl]oxy}-5-fluoro-N-(2- 
pyrrolidin-l-ylethyl)-l ,3- 

benzothiazol-2-amine 
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85 


6-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy }-5-fluoro-N-{ [3- 
(trifluoroinethyl)phenyl]meth 
yl }-l,3-benzottiiazol-2-amine 




F 


86 


6-{[6,7- 
bis(methyloxy)qiiinolin-4- 
yl]oxy}-5-fluoro-N-{2-[3- 
(trifluoromethyl)phenyl]ethyl 
}-l,3-benzothiazol-2-aiiiine 




F 


87 


N-(6-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy } -5-chloropyridin-3- 
yl)-N'-[3- 
(trifluoromethyl)phenyl]propa 
nediamide 




88 


N-f6-ir6 7- 
bis(inethyloxy)quinolin-4- 
yl]oxy } -5-fluoro- 1,3- 
benzothiazol-2-yl)-2-[3- 
(trifluoromethyl)phenyl]aceta 
mide 




F— |— F 
F 1 


89 


Nl-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}"3-fluorophenyl)-N2- 

{[3- 

(trifluoromethyl)phenyl]meth 
yl}glycinaimde 


H 












90 


Nl-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy }-3-fluorophenyl)-N2- 
(2-phenylethyl)glycinaniide 


E q. HN- 
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91 


Nl-(4.{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy }-3-fluorophenyl)-N2- 
{2-[3- 

(trifluoromethyl)phenyl]ethyl 
Iglycinamide 




92 


benzyl- { [5-ch^oro-6-(6,7- 
dimethoxy-quinolin-4-yloxy)- 
pyridin-3-ylcarbamoyl]- 
methyl}-carbamic acid tert- 
butyl ester 


H 


93 


Nl-(6.{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-5-chloK)pyridin-3- 

yl)-N2- 
(phenylmethyl)glycinamide 


H 


94 


N-(6-{[6,7- 
bis(methyloxy)quinolin-4- 

yl]oxy } -5-fluoro- 1,3- 
benzothiazol-2-yl)-2-[3,5- 
bis(tiifluoromethyl)phenyl]ac 
etamide 


F 


95 


N.(6-{[6,7. 
bis(methyloxy)quinolin-4- 

yl]oxy } -5 -fluoro- 1 ,3 - 
benzothiazol-2-yl)-2-[2- 
chloro-5- 
(trifluoromethyl)phenyl]aceta 
mide 




96 


N-{3-fluoro-4-[(6- 
(methyloxy)-7-{ [(1- 
methylpiperidin-4- 

yl)methyl]oxy}quinolin-4- 
yl)oxy]phenyl}-N*-(2- 

phenylethyl)ethanediamide 


-o, _>=\ M 

o 

\ 
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97 


N-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)-N'- 
(1,2,3.4- 
tetrahydroisoquinolin-l- 
ylinethyl)ethanediaiiiide 


/=\ P'\ HN— \ /=\ 


98 


N.(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)-N- 
[(2-methyH,2,3,4- 
tetrahy droisoquinolin- 1 - 
yl)methyl]ethanediainide 


N— ^ ^ 


99 


Nl-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl] oxy } -3 -fluorophenyl)-N2- 

methyl-N2-{[3- 
(trifluoromethyl)phenyl]meth 
yl}glycmainide 


H / P 


100 


Nl-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)-N2- 

methyl-N2-{2-[3- 
(trifluoromethyl)phenyl]ethyl 
}glycinamide 




101 


Nl-(4.{[6,7. 
bis(methyloxy)quinolin-4- 
yl]oxy } -3 -fluorophenyl)-N2- 
methyl-N2-(2-. 
phenylethyl)giycinamide 




102 


l-(4-{[6.7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)-4- 
(phenylmethyl)iimdazolidin- 
2-one 


R 

^ / ° 


103 


N-(6-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}pyridazin-3-yl)-N-(4- 
fluorophenyl)propanediaimde 


H H 
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104 


N-(6-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-5-chloropyridin-3- 
yl)-N'-(2- 
chlorophenyl)propanediamide 




105 


N-(6.{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy } -5-chloropyridin-3- 
yl)-N*.(3- 
chlorophenyl)propanediamide 


H H 


106 


Nl-(6-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-5-cWoropyridin-3- 

yl)-N2-methyl-N2- 
(phenylmethyl)glycinainide 


O 

H 


107 


N-(6-{t6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-5-chloropyridin-3- 
yl>N'-(4- 
chloiophenyl)propanediamide 


H H 


108 


(2E)-N-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}phenyl)-2- 
[(methyloxy)imino]propanaim 
de 


)=\ P~\ jT'"" '*''\ 

/°-v_M 


109 


(2E)-N-(4-{[6,7- 
bis(inethyloxy)quinolin-4- 
yl]oxy}phenyl)-2- 
[(ethyloxy)imino]propananiid 
e 


-o, /=\ V( 

/=\ ° \v y/ ^~°\ 



325 



wo 2005/030140 



PCT/US2004/031523 



Table 1 



Entry 


Name 


Structure 


110 


(2E)-N-(4.{[6,7- 
bis(methyloxy)quinolin-4' 
yl]oxy}phenyl)-2- 
{ [(phenybiiethyl)oxy]immo }p 
ropanamide 


_/=V. v< 


111 


N-(4-{[6,7- 
bis(inethyloxy)quinolin-4- 

yl]oxy}phenyl>l- 
(phenylmethyl)prolinamide 




112 


l-(4-{[6,7- 
bis(methyloxy)quinolin-4- 

yl]oxy}phenyl)-3-[(4- 
methylphenyl)sulfonyl]-4- 
(phenylinethyl)imidazolidin- 
2-one 


9 


113 


l-(4-{[6,7- 
bis(methyloxy)quinolin-4- 

yl]oxy}phenyl)-4- 
(phenylmethyl)imidazolidin- 
2-one 




114 


N-(4-{[6,7. 
bis(methyloxy)quinolin-4- 

yl]oxy }phenyl)-4- 
(phenybnethyl)-4,5-dihydro- 
1 ,3-oxazol-2-amine 


H 


115 


6,7-bis(methyloxy)-4-({4-[4- 
(phenybnethyl)piperazin- 1- 
yl]phenyl }oxy)quinoline 


Q 
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116 


H4-{[6,7- 
bis(methyloxy)quinolin-4- 

yl]oxy}phenyl)-4- 
(phenylmethyl)piperazin-2- 
one 


^ i >/ ° 

N— ^ 


117 


Nl-(4-{[6,7- 
bis(methyloxy)qxiinolin-4- 

yl]oxy }phenyl)--N2- 
(phenylmethyl)alaninamide 


)=v 0-\ HN— \ 


118 


Nl-(4-{[6,7- 
bis(inethyloxy)quinolin-4- 
yl]oxy}phenyl)-N2-methyl- 
N2- 

(phenylmethyl)alaninainide 


h^O^^HH N- 

b 


119 


Nl-(4-{[6,7- 
bis(methyloxy)quinolin-4- 

yl]oxy}phenyl)-N2- 
(phenylmethyl)leucinanude 




120 


Nl-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}phenyl>N2-methyl- 
N2- 

(phenylmethyl)leucinaimde 


^ o 


121 


Nl-(4-{[6,7- 
bis(methyloxy)quinolin-4- 

yl]oxy}phenyl)-N2- 
(phenylmethyl)valinaimde 


^ o 



327 



wo 2005/030140 PCTAJS2004/031523 



Table 1 



Entry 


Name 


Structure 


122 


4-(6,7-dimethoxy-qmnolin-4- 
ylainino)-N-(3-phenyl- 
propyl)-benzaimde 


o 


123 


4-benzyl-l-[4K6,7- 
dimethoxy-quinolin-4-yloxy)- 
phenyl]-tetrahydro-pyrimidin- 
2-one 


W°Y^ o 


124 


N- { 3-Fluoro-4-[6-methoxy-7- 

^iperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-N - 
phenethyl-oxalamide 




125 


2-(Benzyl-methyl-amino)-N- 
[4-(6,7-dimethoxy-qiiinolin-4- 
yloxy)-phenyl]-3-methyl- 

butyramide 
(note: Alphabetic order of 
prefixes ignored while 
selecting parent chain) 




126 


N-[4-(6,7-Dimethoxy- 
quinolin-4-yloxy)-phenyl3-2- 
phenoxyimino-propionamide 
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Entry 


Name 


Structure 


127 


2-Benzyloxyiinino-N-[4-(6,7- 
dimethoxy-quinolin-4-yloxy)- 
phenyl]-2-phenyl-acetamide 




128 


4,[4-(4-Benzyl-piperidin-l- 
yl)-phenoxy]-6,7-dimethoxy- 
quinoline 




129 


N-[4-(6,7-Dimethoxy- 
quinolin-4-yloxy)-3-fluoro- 
phenyl]-N-(2-isopropyl- 

1,2,3,4-tetrahydro- 
isoquinolin-l-ylmethyl)- 
oxalamide 




130 


N-[4-(6,7-Dimethoxy- 
quinolin-4-yloxy)-3-'fluoro- 
phenyl]-N'-(2-ethyH,2,3,4- 
tetrahydro-isoquinolin- 1 - 
ylmethyO-oxalamide 


Ji J L IL A o 



I 
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Entry 


Name 


Structure 


131 


4-(4-{ 3-Chloro-5-[2.(4. 
fluoro-phenylcarbamoyl)- 
acetylaimno]-pyridin-2- 
yloxy}-6-methoxy-qumolin-7- 

yloxymethyl)-piperidine- 1 - 
carboxylic acid tert-butyl ester 




CI 

r°A 


o o 

F 


132 


N-{5-Chloro-6-[6-methoxy-7- 
^iperidin-4-ylmethoxy)- 

qiiinolin-4-yloxy]-pyridin-3- 
yl }-N -(4-fluoro-phenyl)- 
malonamide 


H 


CI 


O O 

F 












133 


N-{5-Chloro-6-[6-methoxy-7- 
(l-methyl-piperidin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-pyridin-3-yl } -N -(4- 
fluoro-phenyl)-malonamide 


1 


CI 

•rtx 


O O 

F 


134 


N-{4-[7-(3-Diethylaimno- 
DroDOXvV6~methoxv- 

quinolin-4-yloxy]-3-fluoro- 
phenyl }-N -phenethyl- 
oxalamide 




yt 


" hJi 

o 
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Name 


Structure 


135 


1 

N- { 3-Fluoro-4-[6-methoxy-7- 
(3-morpholin-4-yl-propoxy)- 
quinolin-4-yloxy] -phenyl }-N'- 
phenethyl-oxalamide 


(J - X 

O 


136 


N- { 3-Fluoro-4-[6-methoxy-7- 

(3-piperidin-l-yl-propoxy)- 
quinolin-4-yloxy]-phenyl}-N- 
phenethyl-oxalamide 


or 


137 


N-{4-[7-(2-Diethylamino- 
ethoxy)-6-inethoxy-quinolin- 
4-yloxy] -3-fluoro-phenyl } -N - 
phenethyl-oxalamide 


o 


138 


N-{3-Fluoro-4-[6-methoxy-7- 
(l-methyl-piperidin-4- 
ylmethoxy)-quinolin-4- 

yloxy]-phenyl}-N-methyl-N'- 
phenethyl-oxalamide 
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Entry 


Name 


Structure 


139 


N- { 3-Fluoro-4-[6-methoxy-7- 
(2-methyl-octahydro- 
cyclopenta[c]pyrrol-5- 
yhnethoxy)-quinolin-4- 
yloxy]-phenyl l-N'-phenethyl- 
oxalamide 


H- 


N . 
1 


or 


140 


N-{ 3-Fluoro-4-[6-methoxy-7- 
(2-methyl-octahydro- 
cyclopenta[c]pyrrol-5- 
ylmethoxy)-quinazolin-4- 
yloxy]-phenyl }-N -phenethyl- 
oxalamide 


H- 


4— f-H N^N 1^ 

N 
1 


" hA 

or 


141 


2-(3,4-Dihydro-lH- 
isoquinolin-2-yl)-N- { 3-fluoro- 
4-[6-methoxy-7-(l-methyl- 

piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-2- 
oxo-acetamide 




F 

1 


H J, 


142 


N" { 3-Fluoro-4-[6-methoxy-7- 

( Dioeridin-4- vlmethoxvV 
. quinolin-4-yloxy]-phenyl}-2- 
oxo-2-(3-phenyl-pyrrolidin-l- 
yO-acetamide 


N' 
H 


■°yS 
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Entry 



Name 



Structure 



143 



N- { 3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
qumolin-4-yloxy]-phenyl } -2- 
oxo-2-(2-phenyl-morpholin-4- 
yl)-acetaimde 




144 



N-(2-Dimethylainino-2- 
phenyl-ethyl)-N - { 3-fluoro-4- 
[6-methoxy-7-(piperidin-4- 

ylmethoxy)-quinolin-4- 
yloxy]-phenyl } -oxalamide 




145 



N-{3-Fluoro-4-[6-methoxy-7- 
(piperidin-4-ylmethoxy)- 

qmnolin-4-yloxy]-phenyl }-N'- 
(2-oxo-2-phenyl-ethyl)- 
oxalamide 




146 



N-[5-Chloro-6-(6,7- 
dimethoxy-quinolin-4-yIoxy)- 
pyridin-3-yl]-2,2-difluoro-N- 
(4-fluoro-pheiiyl)-malonainide 




O O 
H F^F 
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Name 



Structure 



147 



N-Benzyl-N^-{3-fluoro-4-[6- 
methoxy-7-(l-inethyl- 
piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }- 
oxalamide 




148 



N-{3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl}-N'- 
[2-(2-fluoro-phenyl)-ethyl]- 
oxalamide 




149 



N-[2-(3-CMoro-phenyl)- 
ethyl]-N*-{3-fluoro-4-[6- 
methoxy-7-(piperidin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-phenyl}-oxalamide 




150 



N-{3-Fluoro4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-N - 
[2-(2-methoxy-phenyl)-ethyl]- 
oxalamide 
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Structure 


151 


N-{ 3-Fluoro-4-[6-methoxy-7- 

^pipci j.uin-*T-yiiiiciJiUAy ^- 
quinolin-4-yloxy]-phenyl }-N - 
(2-pyridin-3-yl-ethyl)- 
oxalaxnide 


H 




Tlx 


\ 


















152 

1 


N-Benzyl-N'- { 3-fluoro-4-[6- 
methoxy-7-(piperidin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-phenyl } -oxalamide 


c 






" hI 

C 




153 


N-[2-(2,5-Dimethoxy- 
phenyl)-ethyl]-N'-{37fluoro-4- 
[6-methoxy-7-(pipen(hn-4- 

ylmetlioxy)-quinolin-4- 
yloxy] -phenyl } -oxalamide 


C 

H 


) 


n ^ 


F 

r-°N^ o 

1 


■> 


154 


N-{3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylniethoxy)- 
quinolin-4-yloxy]-phenyl }-N - 
[2-(2-trifluoromethyl-phenyl)- 
ethyl]-oxalamide 


i 

H 






" HN^ F> 

1 


5 
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Name 


Structure 


155 


N-[2-(2-Ethoxy-phenyl)- 
ethyl]-N'-{3-fluoro-4-[6- 
inethoxy-7-(piperidin-4- 
yImethoxy)-quinolin-4- 
yloxy]-phenyl}-oxalainide 


H 




1 1 

T 


F 

1 


6 


156 


N-[2-(2,4-Dimethyl-phenyl)- 
etnylj-i>l -| J-rluoro-4-LO" 
methoxy-7-(piperidin-4- 
ylniethoxy)-quinolin-4- 
yloxy] -phenyl } -oxalamide 


N' 
H 






F 

X 




157 


N-{ 3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
qiiinolin-4-yloxy] -phenyl }-N - 
(15 -phenyl-2-p-tolyl-ethyl)- 
oxalamide 


H 






F 


1 

^^^^^ 


158 


N-[2-(4-Chloro-phenyl)- 

niethoxy-7-(pipericiin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-phenyl}-oxalamide 


H 




in 


F 

X 
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Name 


Structure 


159 


N-{3-Fluoro-4-[6-methoxy-7- 
(l-methyl-piperidin-4- 
ylmethoxy)-qumolin-4- 

yloxy]-phenyl}-oxalanuc acid 




1 


^0 




160 


N-{ 3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-N - 
[2-(3-fluoro-phenyl)-ethyl]- 
oxalamide 




J 


Til 
















161 


N-[2-(2-Chloro-phenyl)- 

methoxy-7-(piperidin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-phenyl}-oxalamide 


N 
H 






p 

" CI 


162 


N- { 3-Fluoio-4-[6-methoxy-7- 

(piperidin-4-ylniethoxy)- 
quinolin-4-yloxy]-phenyl }-N - 
[2-(3-methoxy-phenyl)-ethyl]- 
oxalamide 


N' 
H 
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163 



Name 



N-(l,2-Diphenyl.ethylMsr-{3- 
fluoro-4-.[6-methoxy"7- 
(piperidin-4-ylmethoxy> 
quinolin-4-yloxy]-phenyl }- 
oxalamide 



Structure 




164 



N-[2-(2,4-Dichloro-phenyl)- 
ethyl]-N'-{3-fluoro-4-[6- 
methoxy-7-(piperidin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-phenyl } -oxalamide 




165 



166 



N-[2-(3,4-Dimethoxy- 
phenyl)-ethyl]-N -{ 3-fluoro-4- 
[6-methoxy-7-(piperidin-4- 

ylmethoxy)-quinolin-4- 
yloxy] -phenyl } -oxalamide 




N-[2-(4-Ethyl-phenyl)-ethyl]- 
N'-{3-fluoro-4-[6-methoxy-7- 
(piperidin-4-yImethoxy)- 
quinolin-4-yloxy]-phenyl }- 
oxalamide 
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N-[2-(4-Ethoxy-phenyl)- 
ethyl]-N'-{3-fluoro-4-[6- 
167 methoxy-7-(piperidin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-phenyl }-oxalamide 




N-[2-(4-Ethoxy-3-methoxy- 
phenyl)-ethyl]-N'- { 3-fluoro-4- 
168 [6-methoxy-7-(piperidin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-phenyl } -oxalamide 




N-{ 3-Fluoro-4-[6-methoxy-7- 
(piperidin-4-ylmethoxy)- 
169 quinolin-4-yloxy] -phenyl } -N - 
[2-(4-phenoxy-phenyl)-ethyl]- 
oxalamide 
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170 


N-[2-(3-Ethoxy-4-methoxy- 
phenyl)-ethyl]-N - { 3-fluoro-4- 
[6-methoxy-7-(piperidin-4- 

ylinethoxy)-qmnolin-4- 
yloxyl-phenylj-oxalamide 








F 

X 


1 


171 


N- { 3-Fluoro-4-[6-methoxy-7- 

(pip eridin-4-yliiiethoxy)- 
quinolin-4-yloxy]-phenyl l-N*- 
(2-pyridin-2-yl-ethyl)- 
oxalamide 


H 




T J. 


p 


0 
















172 


N-{3-Fluoro-4-[6-methoxy-7- 

quinolin-4-yloxy]-phenyl}-N- 
(2-pyridin-4-yl-ethyl)- 
oxalanude 


H 


) 


T I 


r 

1 




173 


N- { 3-Huoro-4- [6-methoxy-7- 

^pipciiuiU'~H--yjLiiicuiUAy 
quinolin-4-yloxy]-phenyl }-N - 
[2-(4-fluoro-phenyl)-ethyl]- 
oxalamide 


i 

H 






F 


X 
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Name 


Structure 


174 


N-[2-(2-Bromo-phenyl)- 

methoxy-7-(piperidin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-phenyl}-oxalamide 


> 

H 








175 


N-[2-(2-Chloro-6-fluoro- 
phenyl)-ethyl]-N - { 3-fluoro-4- 
[6-methoxy-7-(piperidin"-4- 

ylraethoxy)-quinolin-4- 
yloxy]-phenyl}-oxalamide 


H 


1^ 

1 


F 




176 


N-{3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-N - 
(2/2-phenyl-propyl)-oxalaimde 


H 


1 
"in 






ni 


N-{3-FIuoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-N - 
indan-l-yl-oxalamide 


6 

H 


^0 

I J 
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Name 


Structure 


178 


N-{ 3-Fluoro-4-[6-methoxy-7- 
( 1 -methyl-piperidin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-phenyl } -N -isobutyl- 
oxalamide 


c 


1 


F 


179 


N-{ 3-Fluoro-4-[6-methoxy-7- 
(l-methyl-piperidin-4- 
ylmethoxy)-quinolin-4- 

yloxy] -phenyl } -N -(3-methyl- 
butyl)-oxalaimde 




1 


T 


180 


N-{3-Fluoro-4-[6-methoxy-7- 
( 1 -meth vl-nineri din-4- 
ylinethoxy)-qumolin-4- 
yloxy]-phenyl}-N'-(27?- 
phenyl-propyl)-oxalamide 


i 

1 




p 

" HN 


181 


N-{ 3-Fluoro-4-[6-methoxy-7- 
(l-methyl-piperidin-4- 
ylmethoxy)-qmnolin-4- 

yloxy]-phenyl }-N -(2-phenyl- 
propyl)-oxalaiiiide 


1 




-^0 
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Structure 


182 


N-{ 3-Fluoro-4-[6-methoxy-7- 

^ 1 -meuiyi-pipenclin-4- 
ylmethoxy)-quinolin-4- 

jrlwA. jr j-pilClijrl / -IN '-lllCldll'-^-yi-- 

oxalamide 










183 


N- { 3-Fluoro-4-[6-methoxy-7- 

^iperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-N - 
(l/?-phenyl-ethyl)-oxalaxnide 




184 


N-{ 3-Fluoro-4-[6-methoxy-7- 
( oineridin-4— vlmeth c\x v"^- 

quinolin-4-yloxy]-phenyl }-N - 
(15-phenyl-ethyl)-oxalamide 


II ^ 








185 


N-[2-(3-Bromo-phenyl)- 
ethyl]-N'-{ 3-fluoro-4-[6- 
methoxy-7-(piperidin-4- 
ylmethoxy)-qumolin-4- 
yloxy]-phenyl }-oxalaimde 


" " Ah 
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Structure 


186 


N-[2-(2,6-Dichloro-phenyl)- 
etnylJ-JN -|3-iluoro-4-[o- 
methoxy-7-(piperidin-4- 
ylmethoxy)-quinoliii-4- 
yloxy]-phenyl }-oxalamide 


i 

H 




c 


i 




187 


N-[2-(2,4-Dichloro-phenyl)- 
ethylj-N ~{3-nuoro-4-[6- 
methoxy-7-(piperidin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-phenyl }-oxalamide 


i 

H 




c 






188 

• 


N-(2-Benzo[l,3]dioxol-.5-yl- 
ethyl)-N -{ 3-fluoro-4-[6- 
methoxy-7-(piperidm-4- 
ylinethoxy)-quinolin-4- 
yloxy]-phenyl } -oxalamide 


H 




(i 

H 

Kl 


Yi 
c 


k 
i 


X 


















189 


N-[2-(3-Bromo-4-methoxy- 
pnenyi ^-einyi j -in ~\d -iiuoro-H— 
[6-methoxy-7-(piperidin-4- 

ylmethoxy)-quinolin-4- 
yloxy]-phenyl}-oxalamide 


i 

H 


) 


p 


Vx 

^0" 


i 


" Ih 

y 
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Structure 


190 


N-[2-(3,5-Dimethoxy- 
phenyl)-ethyl]-N'-{3-fluoro-4- 
[6-niethoxy-7-(piperidin-4- 

ylmethoxy)-qmnolin-4- 
yloxy] -phenyl } -oxalamide 


N 
H 




1 F 


191 


N-{3-Fluoro-4-[6-inethoxy-7- 

^iperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl } -N - 
(2-o-tolyl-ethyl)-oxalamide 


6 

H 




1 ' 

" .NH 

a 


192 


N- { 3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl}-N- 
(2-m-tolyl-ethyl)-oxalamide 


6 

H 


T| 

I 


^ F 

" Ah 

XT 
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193 



N-[2-(3-Ethoxy-phenyl)- 
ethyl]-N'-{3-fluoro-4-[6- 
methoxy-7-(piperidin-4- 
ylinethoxy)-quinolin-4- 
yloxy]-phenyl } -oxalamide 




194 



N-[2-(3,4-Dimethyl-phenyl)- 
ethyl]-N'- { 3~fluoro-4-[6- 
methoxy-7-(piperidin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-phenyl }-oxalainide 




195 



N-[2-(2,5-Dimethyl-phenyl)- 
ethyl]-N'-{ 3.fluoro-4-[6- 
methoxy-7-(piperidin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-phenyl }-oxalamide 




196 



N-[2-(3-Chloro-4-propoxy- 
phenyl)-ethyl]-N-{3-fluoro-4- 
[6-methoxy-7-(piperidin-4- 

ylmethoxy)-quinolin-4- 
yloxy]-phenyl } -oxalamide 
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Structure 


197 


N-[2-(4-Butoxy-3-chloro- 
ohenvD-ethvll -N'- 1 3-fluoro-4- 
[6-methoxy-7-(piperidin-4- 

ylniethoxy)-quinolin-4- 
yloxy]-phenyl } -oxalamide 


i 




1 

n 

N>, 




r 


198 


N-[2-(4-tert-Butyl-phenyl)- 
ethyl]-N'-{3-fluoro-4-[6- 
methoxy-7-(piperidin-4- 
ylmethoxy)-quinolin-4- 

yloxy]-phenyl }-oxalaimde 


H 


) 






X 


199 


N- { 3-Fluoro-4-[6-methoxy-7- 
(piperidin-4-ylmethoxy)- 

quinolin-4-yloxy]-phenyl } -N - 
[2-(4-sulfamoyl-phenyl)- 
ethyl]-oxalamide 


H 


) 




L O 


" Ih 

X 
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200 



N-{ 3-Ruoro-4-[6-methoxy-7- 
(piperidin-4-ylmethoxy)- 

quinolm-4-yloxy]-phenyl }-N - 
[2-(4-hydroxy-3-methoxy- 
phenyl)-ethyl]-oxalamide 




201 



N- { 3-Fluoro-4-[6-mettioxy-7- 
(pipericlin-4-ylmethoxy)- 

quinolin-4-yloxy]-phenyl } -N - 
[2-(3-hydroxy-4-methoxy- 
phenyl)-ethyl]-oxalainide 




202 



N-(2,4-Dichloro-benzyl)-N- 
{ 3-fluoro-4-[6-methoxy-7- 
(piperidin-4-ylmethoxy)- 

qiiinolin-4-yloxy]-phenyl } - 
oxalamide 
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203 


N- { 3-Huoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-N*- 
(4-fluoro-2-trifluoromethyl- 
benzyl)-oxalamide 


0 

H 




1 F 
Fv 


Th 

F 


204 


N- { 3-Fluoro-4-[6-methoxy-7- 

^pipenQin-^-yinicinoxy )" 
quinolin-4-yloxy] -phenyl } -N - 
(l-p-tolyl-ethyl)-oxalamide 






JL o JL 


" NH 

T 


205 


N-{3-Fluoro-4-[6-methoxy-7- 

^iperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-N - 
(3-fluoro-4-trifluoromethyl- 
benzyl)-oxalamide 


vC 


if 


1 F 


CF3 
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Structure 



N-(3-CMoro-4-fluoro-benzyl)- 
N*-{3-fluoro-4-[6-methoxy-7- 
206 (piperidin-4-ybiiethoxy)- 
quinolin-4-yloxy]-phenyl } - 
oxalamide 




207 



N-{3-Huoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy] -phenyl } -N - 
[l-(3-methoxy-phenyl)-ethyl]- 
oxadamide 




208 



N- { 3-Fluoro-4-[6-methoxy-7- 
(piperidin-4-yhnethoxy)- 

quinolin-4-yloxy]-phenyl }-N*- 
(l-naphthalen-2-yl-ethyl)- 
oxalamide 
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Structure 



209 



N-(4-Chloro-3- 
trifluoromethyl-benzyl)-N'- 
{ 3-fluoro-4-[6-methoxy-7- 
(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }- 
oxalamide 




210 



N-{ 3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-N - 
(l-p-tolyl-ethyl)-oxalaiiiide 




N-{ 3-Fluoro-4-[6-methoxy-7- 
(piperidin-4-ylmethoxy)- 
21 1 quinolin-4-yloxy]-phenyl }-N'- 
(6-trifluoromethyl-pyridin-3- 
ylmethyl)-oxala£nide 
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Structure 



212 



N- { 3-Fluoro-4- [6-methoxy-7- 

(piperidin-4-ylinethoxy)- 
quinolin-4-yloxy]-phenyl }-N - 
(2-methyl-benzyl)-oxalainide 




213 



N-{3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl } -N - 
(3-methyl-benzyl)-oxalamide 




214 



N-{ 3-Fluo^o-4-[6-methoxy-7- 
(piperidin-4-ylInethoxy)- 
quinolin-4-yloxy]-phenyl }-N*- 
(4-fluoro-3-trifluoromethyl- 
benzyl)-oxalaniide 




215 



N-(3,5-Dichloro-benzyl)-r>r- 
{3-fluoro-4-[6-methoxy-7- 
(piperidin-4-ylmethoxy)- 

quinolin-4-yloxy]-phenyl }- 
oxalamide 
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Structure 


216 


N- { 3 -Fluoro-4-[6-methoxy-7- 

(pipendin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-N'- 
(lR,2,3,4-tetrahydro- 
naphthalen-l-yl)-oxalamide 








217 


N-{3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl } -N - 
(lS,2,3,4-tetrahydro- 
naphthalen-l-yl)-oxalamide 








218 


N-Cyclopentyl-N - { 3-fluoro- 
4-[6-methoxy-7-(pipeiidin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-phenyl}-oxalamide 




^^^^ 




219 


N-[l-(4-Broino-phenyl)- 
ethyl]-N'-{3-fluoro-4-[6- 
methoxy-7-(piperidin-4- 
ylniethoxy)-quinolin-4- 
yloxy] -phenyl } -oxalamide 


H 




V 

Br 
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Table 1 



Entry 



Name 



Structure 



N-(2-Fluoro-benzyl)-N'-{3- 
fluoro-4-[6-methoxy-7- 
220 (pipeiidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }- 
oxalamide 




N-[2-(3,4-Dichloro-phenyl)- 
ethyl]-N'-{3-fluoro-4-[6- 
221 methoxy-7-(piperidin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-phenyl } -oxalamide 




N-(4-Fluoro-benzyl)-N'-{3- 
fluoro-4-[6-methoxy-7- 
222 (piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl } - 
oxalamide 




N-(2,3-Difluoro-benzyl>N*" 
{ 3-fluoro-4-[6-methoxy-7- 
223 (piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }- 
oxalamide 
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Table 1 



Entry 


Name 


Structure 


224 


N-{3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-N - 
(2-phenoxy-ethyl)-oxalaimde 




F 

a/" 


225 


N-(2,2-Diphenyl-ethyl>N'.{3- 
fluoro-4-[6-methoxy-7- 
(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl } - 
oxalamide 


\ 




F 


226 


N-{3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
qiiinolin-4-yloxy]-phenyl }-N - 
[2-(4-methoxy-phenyl)-ethyl]- 
oxalamide 








o 


227 


N-{3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-N - 
(2-phenyl-propyl)-oxalaimde 






a 


o 
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Table 1 



Entry 



Name 



Structure 



N-[2-(4-Bromo-phenyl)- 
ethyl]-N'-{3-fluoro-4-[6- 
228 methoxy-7-(piperidin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-phenyl } -oxalamide 




N-{4-[7-(l-Ethyl-piperidin-4- 
ylmethoxy)-6-methoxy- 
229 quinolin-4-yloxy]-3-fluoro- 
phenyl}-2-oxo-2-(2-phenyl- 
inorpholin-4-yl)-acetaimde 




230 



N-{3-Fluoro-4-[6-methoxy-7- 

(pipericiin-4-ylinethoxy)- 
quinolin-4-yloxy]-phenyl }-N'- 
(3-fluoro-5-trifluoromethyl- 
benzyl)-oxalaimde 




231 



N-(3,5-Difluoro-benzyl)-N'- 
{ 3-fluoro-4- [6-methoxy-7- 
(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }- 
oxalamide 
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Table 1 



Entry 


Name 


Structure 


232 


N-(2-CWoro-5- 
trifluoromethyl-benzyl)-N- 
{ 3-fluo^o-4-[6-methoxy-7- 
(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }- 
oxalamide 


" " .Ah 












233 


N-[4-(6,7-Dimethoxy- 
quinolin-4-yloxy)-3 -fluoro- 
phenyl]-N'-(2-diinethylamino- 
2-phenyl-ethyl)-oxalamide 


" .Ah 


234 


N-{ 3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl } -N'- 
(4-metfioxy-benzyl)- 
oxalamide 


^0 

" " NH 

<> 
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Table 1 



Entry 



Name 



Structure 



235 



N-{ 3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylinethoxy)- 
quinolin-4-yloxy]-phenyl } -N - 
(4-trifluoromethyl-benzyl)" 
oxalamide 




236 



N-{ 3-Huoro-4-[6-methoxy-7- 

(pipericlin-4-ylmethoxy)- 
quinolin-4-yloxy] -phenyl }-N - 
(3-methoxy-benzyl)- 
oxalamide 




1 r 




237 



N- { 3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-yhnethoxy)- 
quinolin-4-yloxy]-phenyl } -N - 
(3-trifluoromethyl-benzyl)- 
oxalamide 




238 



N-{3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-N'- 
(3-trifluoromethoxy-beiizyl)- 
oxalamide 
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Entry 



Name 



Structure 



239 



240 



N- { 3-Fluoro-4- [6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-N - 
(2-metlioxy-benzyl)- 
oxalamide 




N-{3-Fluoro-4-[6-methoxy-7- 

^iperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl } -N*- 
(2-tiifluoromethyl-benzyl)- 
oxalaznide 




241 



N-(3-Chloro-benzyl>N'-{3- 
fluoro-4-[6-methoxy-7- 
(piperidin-4-ybiiethoxy)- 

quinolin-4-yloxy]-phenyl }- 
oxalamide 




242 



N-{ 3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-yb2iethoxy)- 
quinolin-4-yloxy]-phenyl } -N*- 
(2-trifluoromethoxy-benzyl)- 
oxalamide 




F3C' 
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Entry 



243 



Name 



N-(2-Chloro-benzyl)-N'-{3- 
fluoro-4-[6-methoxy-7- 
(piperidin-4-ylmethoxy)- 

quinolin-4-yloxy]-phenyl}- 
oxalanude 



Structure 




244 



N-{3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
qmnolin-4-yloxy]-phenyl}-N- 
(4-trifluoromethoxy-benzyl)- 
oxalamide 




245 



N-{3-Fluoro-4-[6-inethoxy-7- 
( 1 "methyl-pipericiin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-plxenyl } -N'-(4- 
methoxy-benzyl)-oxalamide 
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Entry 



Name 



Structure 



246 



N-{3-Fluoro-4-[6-.methoxy-7- 
( 1 -methyl-piperidin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-phenyl }-N -(4- 
trifluoromethyl-benzyl)- 
oxalamide 




247 



N-{4-[7-(Azetidin-3- 
ylmethoxy)-6-methoxy- 
quinolin-4-yloxy]-3-fluoro- 
phenyl } -N -phenethyl- 
oxalamide 




248 



N-{3-Fluoro-4-[6-methoxy-7- 
( 1 -methyl-azetidin-3- 
ylmethoxy)-quinolin-4- 
yloxy]-phenyl }-N -phenethyl- 
oxalamide 




249 



N-{3-Fluoro-4-[6-methoxy-7- 

(^iperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl } -N'- 
(2-hydroxy-2-phenyl-ethyl)- 
oxalamide 
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Table 1 



Entry 


Name 


Structure 


ZdK) 


N-[5-Chloro-6-(6,7- 
dimethoxy-qiiinolin-4-yloxy)- 
pyridin-3-yl]-N'-(2,4-difluoro- 

phenyl)-malonamide 


HN^O 

V 

F 








ZD I 


N-[5-Chloro-6-(6,7- 
dimethoxy-quinolin-4-yloxy)- 
pynciino-ylj-lN -(4-iluoro- 
phenyl)-N-inethyl- 
malonamide 


— N'^O 
F 














252 


N-{ 3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
qumolin-4-yloxy]-phenyl }-N - 
(IR-phenyl-propyl)- 
oxalamide 
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Table 1 



Entry 


Name 


Structure 


253 


N-{ 3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
qiiinolin-4-yloxy]-phenyl }-N - 
( IR-phenyl-propyl)- 
oxalamide 


H 




n 




0 


254 


N-(3,4-Difluoro-benzyl)-N'- 
{3-fluoro-4-[6-methoxy-7- 
(piperidin-4-ylmethoxy)- 
qiiinolin-4-yloxy]-phenyl }- 
oxalamide 


r 


) 


u 

n 


JL o JL 


W r 

F 
















255 


N-(2,6-Difluoro-benzyl)-N- 
{ 3-fluoro-4-[6-methoxy-7- 
(pipericlin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }- 
oxalamide 


i 


) 


irj 

n 




xr' 


256 


N- { 3-Fluoro-4-[6-methoxy-7- 
(l-methyl-piperidin-4- 
ylmethoxy)-quinolin-4- 
yloxy].phenyl}-N'-[2-(4- 
fluoro-phenyl)-ethyl]- 
oxalamide 


1 


) 


T 


yt 
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Entry 


Name 


Structure 


257 


JN - { j-J7iuoro-4- Lo-metnoxy-/- 
(l-methyl-piperidin-4- 
ylmethoxy)-quinolin-4- 
yloxyl-phenyl }-N -phenyl- 
oxalamide 


1 




U 

n 


1 F 

6"" 


258 


^iperidin-4-ylmethoxy)- 
quinolin-4-yloxy] -phenyl } -N - 
(3-fluoro-phenyl)-oxalamide 




) 


H 


cr 

F 


259 


N-(4-Chloro-3-fluoro- 
phenyl)-N-{3-fluoro-4-[6- 
methoxy-7-(pipeiidin-4- 

ylmethoxy)-quinolin-4- 
yloxy]-phenyl}-oxalaiiiide 


< 


Pi 

) 


n 


■ F 


260 


N-^^ 4-F)iTnethoxv-T>henvl V 
]Sr-{3-fluoro-4-[6-methoxy-7- 
(piperidm-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl } - 
oxalamide 


i 




U 

n 


1 F 

cor" 
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Table 1 



Entry 



Name 



Structure 



261 



N-{ 3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl}-N- 
(3-methyl-butyl)-oxalamide 




262 



N-(3,3-Dimethyl-butyl)-N'- 
{ 3-fluoro-4-[6-inethoxy-7- 
(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }- 
oxalamide 




263 



N-{5-Chloro-6-[6-methoxy-7- 
(3-piperidin-l-yl-propoxy)- 
quinolin-4-yloxy]-pyridin-3- 
yl }-N -(4-fluoro-phenyl)- 
malonamide 




264 



N-{5-Chloro-6-[6-methoxy-7- 
(3-morpholin-4-yl-propoxy)- 
quinolin-4-yloxy]-pyridin-3- 
yl }-N -(4-fluoro-phenyl)- 
malonamide 




HN O 
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Table 1 



Entry 



Name 



Structure 



N-{5-Chlon>-6-[7-(3- 
diethylaitiino-propoxy)-6- 
265 methoxy-quinolin-4-yloxy]- 
pyridin-3-yl }-N -(4-fluoro- 
phenyO-malonamide 




HN O 



N-(4-Chlon>-benzyl)-N'-{3- 
fluoro-4-[6-methoxy-7- 
266 (piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }- 
oxalamide 




N-(3,5-Dimethoxy-benzyl)- 
N - { 3-fluoro-4-[6-methoxy-7- 
267 (piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }- 
oxalamide 
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Entry 



Name 



268 



N-(4-Butyl-benzyl)-N*-{3- 
fluoro-4-[6-methoxy-7- 
(piperidin-4-yhnethoxy)- 

quinolin-4-yloxy]-phenyl 
oxalamide 



Structure 




269 



N-{ 3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl } -N'- 
(2-p-tolyl-ethyl)-oxalamide 




N-(3,5-Bis-trifluoromethyl- 
benzyl)-N*-{3-fluoro-4-[6- 
270 metiioxy-7-(pipericiin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-phenyl }-oxalamide 
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Entry 


Name 


Structure 


271 


N- { 3-Fluoro-4- [6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl}-N'- 
pyraZjin-z-yjineinyi-oxaiaiiuue 






Y^^^l F 












Y""^^! F 




272 


N- { 3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylinethoxy)- 
quinolin-4-yloxy] -phenyl } -N - 
pyridin-2-ylinetiiyl-oxalamide 




) 




6 


273 


N- { 3-Fluoro-4-[6-methoxy-7- 
(piperidin-4-ylinethoxy)- 

quinazolin-4-yloxy]-phenyl }- 
N-phehethyl-oxalamide 






s-x*^^^ F 

C 




274 


N-{ 3-Fluoro-4-[6-methoxy-7- 

X -IllCUiy l"pi JK5I1U1I1-H^ 

ylmethoxy)-quinazolin-4- 
yloxy]-phenyl } -N-phenethyl- 
oxalamide 


N 
1 




^0 

C 





368 



wo 2005/030140 



PCT/US2004/031523 



Table 1 



Entry 



Name 



Structure 



275 



N- { 3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-N'- 
(2-fluoro-3 -tiifluoromethyl- 
benzyl)-oxalamide 




276 



N-[2-(2-Bromo-6-methoxy- 
phenyl)-ethyl]-N 3-fluoro-4- 
[6-methoxy-7-(piperidin-4- 

ylmethoxy)-qviiiiolin-4- 
yloxy]-phenyl }-oxalamide 




277 



N-[2-(3,4-Dimethoxy- 
phenyl)-ethyl]-N*-{3-fluoro-4- 
[6-methoxy-7-(piperidin-4- 

ylmethoxy)-quinolin-4- 
yloxy]-phenyl } -N-methyl- 
oxalamide 




278 



N-[2-(5-Bromo-2-methoxy- 
phenyl)-ethyl]-N*-{3-fluoro-4- 
[6-methoxy-7-(piperidin-4- 

ylmethoxy)-quinolin-4- 
yloxy]-phenyl } -oxalamide 
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Entry 


Name 


Structure 


279 


N- { 3-Ruoro-4-[6-methoxy-7- 

( ■nineridiTi-4— vlmethoxv^- 
quinolin-4-yloxy]-phenyl }-N - 
(2-fluoro-5-trifluoromethyl- 
benzyl)-oxalaiiude 


» " NH 


280 


N-{3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-N - 
[l-(4-fluoro-phenyl)-ethyl]- 
oxalamide 


l-l H 

V 

F 








281 


N-(lS-Benzyl-2-oxo-2- 
ovrrolidin-l-vl-ethvl)-N - { 3- 
fluoro-4-[6-methoxy-7- 
(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }~ 
pxalamide 




282 


N- { 3-Fluoro-4- [6-methoxy-7- 
(octahydro- 
cyclopenta[c]pyrrol-5- 
ylinethoxy)-quinazolin-4- 
yloxy]-phenyl}-N-phenethyl- 
oxalamide 


\ 1 J J, I 1 U r» 

O 
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Table 1 



Entry 


Name 


Structure 


283 


N-[2-(4- Amino-phenyl)- 
ethyl]-N - { 3-fluoro-4-[6- 
methoxy-7-(piperidin-4- 
ylmethoxy)-quinolin-4- 
yloxy]-phenyl }-oxalanude 


ox 

H 


F 


V 


284 


2-(4-Benzyl-piperidin-l-yl)- 
N- { 3-fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-2- 
oxo-acetamide 




F 


285 


N-[4-(6,7-Dimethoxy- 
quinolin-4-yloxy)-phenyl]-N'- 
(4-fluoio-phenyl)-inalonaimde 




HN' 

< 

F 


) 
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Entry 


Name 


Structure 


286 


N-[5-Chloro-6-(6,7- 
dimethoxy-quinolin-4-yloxy)- 
pyridin-3-yl]-N'-(3-fluoro- 
phenyl)-inalonaimde 


HN-^O 


287 


N-[5-Chloro-6-(6,7- 
dimethoxy-quinolin-4-yloxy)- 
pyridin-3 -yl] -N'-phenyl- 
malonamide 


HN-^O 

6 


288 


N-[5-Chloro-6-(6,7- 
diinethoxy-quinolin-4-yloxy)- 
pyridin-3-yl]-N'-(4-fluoro- 
phenyl)-2,2-diniethyl- 
malonamide 


" IT 

HN^O 
F 


289 


N-Ethyl-N'-{3-fluoro-4-[6- 
methoxy-7-(piperidin-4- 
ylmethoxy)-quinolin-4- 

yloxy]-phenyl}-oxalamide 
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Table 1 



Entry 


Name 


Structure 


290 


N-{3-Fluoro-4-[6-methoxy-7- 

4)iperidin-4-ylinethoxy)- 
quinolin-4-yloxy]-phenyl } -N - 
isopropyl-oxalamide 




u 




F 


291 


N-.Butyl-N*-{3-fluoro-4-[6- 
niethoxy-7-(piperidin-4- 
ylmethoxy)-quinolin-4- 

yloxy]-phenyl}-oxalaiiude 








F 


292 


N-{3-Fiuoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-N - 
(2-methoxy-ethyl)-oxalaiiride 




H 




F 


293 


N-Cyclopropylmethyl-N - { 3- 
fluoro-4-[6-methoxy-7- 
(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl}- 
oxalamide 


0 

H 


n 




F 
"l 

A 














294 


N- { 3-Fluoro-4-[6-methoxy-7- 
(piperidin-4-ylmethoxy)- 

quinolin-4-yloxy]-phenyl } -NT- 
(2-morpholin-4-yl-ethyl)- 
oxalamide 


H 


T 




F 

^ Ji, NH 
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Entry 


Name 


Structure 


295 


N-{ 3-Fluoro-4-[6-methoxy-7- 

(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl }-2- 
oxo-2-pyrrolidin- 1-yl- 
acetamide 




296 


IN -liinyi-iN \ o-iiuoro~H— lu- 
methoxy-7-(piperidin-4- 
ylmethoxy)-quinolin-4- 

yloxy]-phenyl }-N-methyl- 
oxalamide 





46. A compound for modulating kinase activity of fomiula A-B-C, or a 
pharmaceutically acceptable salt, hydrate, or prodrug thereof, wherein, A is selected from: 



.r3 




N'^Y^ O 

V /1.4 






Rio R11 
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^ '1-4 












n 






^S(0)o.2 
R8 


^_/^S(0)o^ 





B is selected from: 





R5^ /\ 
N 


S(0)a.2 




RS^ /X 
N 


A 

S(O)0.2 



and, C is selected from: 
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—1 —-1 t \0-3 
(R2)q 


R5 

1 / J-2 . ,0-3 
(R2)q 


1 0 2 

o o 


q(R^ O 






r5 p35 

1 0 2 I 

(R\ 


R5 

X-M, o o 



wherein is selected from -H, halogen, trihalomethyl, -CN, -NH2, -NO2, -OR^, -NR^^, 
-S(0)o.2R^ -S02NR^^ -C02R^ -C(0)NR^^ -N(R^)S02R^ -N(R^)C(0)R^ 
-N(R^)C02R^, -C(0)R^, and optionally substituted lower alkyl; 



q is 0 to 2; 

each R^ is independently selected from -H, optionally substituted lower alkyl, optionally 
substituted aryl, optionally substituted arylalkyl, and optionally substituted 
hetCToarylalkyl; 

two R^, together with the nitrogen to which they are attached, form a four- to seven- 
membered heteroalicyclic, said four- to seven-membered heteroalicyclic optionally 
containing one additional heteioatom; when one said additional heteroatom is a nitrogen, 
then said nitrogen is optionally substituted with a group selected from -H, trihalomethyl, 
.S02R^, -S02NR^R^, -C02R^, -C(0)NR^R^, -C(0)R^, and optionally substituted lower 
alkyl; 

each R^^ is independently selected from -H, -C(=0)R^ -C(=0)OR^, -C(=0)SR^, -S02R^ 
-C(=0)N(R^)R^ and optionally substituted lower alkyl; 
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two R^^, together with the nitrogen to which they are attached, can combine to form a 
heteroalicyclic optionally substituted with between one and four of R^, said 
heteroalicyclic may have an additional annular heteroatom, and said heteroalicyclic may 
have an aryl fused thereto, said aryl optionally substituted with an additional one to four of 
R^; 

is selected from =N-, =C(H)-, and =C(CN)-; 
is either =N- or =C(H)-; 
R^ is -H or optionally substituted lower alkyl; 

R^ is selected from R^ -S02NR^R^ -C02R^ -C(0)NR^R^ -S02R^ and -C(0)R^ 

R^, R^°, and R" are each independently selected from -H, and -OR^^; or 

R^ is selected from -H, and -OR^^, and R^^ and when taken together, are either an 
optionally substituted allq^lidene or an oxo; and 

R^^ is selected from -H, -C(0)R^, optionally substituted lower alkylidyne, optionally 
substituted lower arylalkylidyne, optionally substituted lower heterocyclylalkylidyne, 
optionally substituted lower alkylidene, optionally substituted lower alkylidenearyl, 
optionally substituted lower alkylideneheterocyclyl, optionally substituted lower alkyl, 
optionally substituted lower alkylaryl, optionally substituted aryl, optionally substituted 
lower heterocyclylalkyl, and optionally substituted heterocyclyl; 

or two R^^'s, when taken together, form 1) a corresponding spirocyclic ketal when said 
two R^^'s stem from R^^ and R^\ or 2) a corresponding cyclic ketal when said two R^^'s 
stem from R^ and one of R^® and R"; 

is selected from -0-, -CH2-, -N(R^)-, and -S(0)o.2-; 

Q is a five- to ten-membered ring system, optionally substituted with between zero and 
four of R^; 

R^ is selected from -H, halogen, trihalomefliyl, -CN, -NO2, -NH2, -OR^, -NR^^ 
-S(0)o.2R', -S02NR^^ -CO2R', -C(0)NR'R^ .N(R^)S02R^ -N(R')C(0)R^ 
-N(R^)C02R^, -C(0)R^, and optionally substituted lower alkyl; 

R^^ is selected from -H, halogen, ttihalomethyl, -CN, -NO2, -NH2, -OR^ -NR^R^ 
-S(0)o.2R', -S02NR^^ -C02R^ -C(0)NR^R\ -N(R^)S02R^ -N(R^)C(0)R^ 
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-N(R^)C02R^, -C(0)R^, optionally substituted lower alkyl, optionally substituted aryl, 
optionally substituted heteroarylallqrl, and optionally substituted arylalkyl; 

two of R^®, when attached to a non-aromatic carbon, can be oxo; 

each methylene in any of the above formulae is independentiy optionally substituted with 

each R^ is independentiy selected from halogen, trihalomethyl, -CN, -NO2, -NH2, -OR^, 
-NR^^ -S(0)o.2R^ «S02NR^^ -C02R^ -C(0)NR^R^ -N(R^)S02R^ -N(R^)C(0)R^ 
-N(R^)C02R^, -C(0)R^, optionally substituted aryl, optionally substituted arylalkyl, 
heteroarylalkyl, and optionally substituted lower alkyl; two of R^, together with the 
carbon or carbons to which they are attached, can combine to form a three- to seven- 
membered alicyclic or heteroalicyclic, two of R^^ on a single carbon can be 0x0; 

with the proviso that when B is selected from: 















T 





and C contains ^ , and the remaining portion of C contains one of: 



0 


H H 


H H 

0 


0 










o- 
1 




H 
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directly attached to , then A must be one of: 



o 




^ '1-4 










* '1-4 











and with the proviso that when C contains h , and B is selected from: 





A 

5(0)o-2 




S(0)o.2 
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^^^h cannot contain 



then the portion of C directly attached to 




r70 r70 , when R^^ is selected from -H.Ci^alkyl, and Ci-4alkoxyL 

47. The compound according to claim 46, wherein Q is selected from phenyl, napthyl, 
1,2,3,4-tetrahydronaphthyl, indanyl, benzodioxanyl, benzoftiranyl, phenazinyl, 
phenothiazinyl, phenoxazinyl, tetrahydroisoquinolyl, pyrrolyl, pyrazolyl, pyrazolidinyl, 
imidazolyl, imidazolinyl, imidazolidinyl, tetrahydropyridinyl, pyridinyl, pyrazinyl, 
pyrimidinyl, pyridazinyl, oxazolyl, oxazolinyl, oxazolidinyl, triazolyl, isoxazolyl, 
isoxazolidinyl, thiazolyl, thiazolinyl, thiazolidinyl, isothiazolyl, isothiazolidinyl, indolyl, 
isoindolyl, indolinyl, isoindolinyl, octahydroindolyl, octahydroisoindolyl, quinolyl, 
isoquinolyl, benzimidazolyl, thiadiazolyl, benzopyranyl, benzothiazolyl, benzoxazolyl, 
friryl, thienyl, benzothieliyl, and oxadiazolyl; each optionally substituted with between one 
and fc)ur of R^; wherein each R^ is independently selected from -H, halogen, 
trihalomethyl, -CN, -NO2, "NH2, -OR^ -NR^^ -C02R^ -C(0)NR^^ -N(R^)S02R^ 
-N(R^)C(0)R^, -N(R^)C02R^, -C(0)R^ and optionally substituted lower alkyL 

48. The compound according to claim 47, wherein B is either of the following: 





wherein is either =N- or =C(H)-. 



49. The compound according to claim 48, wherein B is 




50. The compound according to claim 49, wherein C is selected from: 
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H T r ^(R^« 

o 0 

V 


H H , 

R2 


PS D 

^/-^V o o 


H n.^^ 

R2 


o 

R2 \^ 


R2 


(R^°)0-4 

^^.A^ o o 

^ R2 


^ R2 


H J, 1 
(R«')(M 


(^^^(R«°)(M 

^ R2 


(R^)0-4 

^^^^^^^^ ^ 

o o 


jQT 1 if (r4cm 

^ R2 
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H J. 1 

X w / 

(R«')0-4 


1 11 ^'^^)CM 







wherein R^, R^ R^ R^°, R^ and R^^ are as defined above. 

51. The compound according to claim 50, R^ is selected from halogen, trihalomethyl, 
-CN, -NO2, -OR^ -NR^^ -C02R^ -C(0)NR^R^ -N(R^)C(0)R^ -N(R^)C02R^ -C(0)R^ 
and optionally substituted lower alkyl 

52. The compound according to claim 5 1 , wherein R^ is halogen. 

53. The compound according to claim 52. wherein R' is either fluorine or chlorine. 

54. A compound for modulating kinase activity according to Formula XI, 




XI 



or a pharmaceutically acceptable salt, hydrate, or prodrug thereof, wherein, 

each R' is independently selected from halogen, -OR^, -NO2, -NH2, -NR^*, -D-R^° and 
optionally substituted Ci^aUcyl; 

R^° is selected from -H, halogen, -OR^, -S(0)o-2R^, -NO2, -NH2, -NR^*, and optionally 
substituted Ci^alkyl; 

Q is selected from =N-, =C(H)-, and =C(CN)-; 
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Z is selected from -S(0)o.2-, -0-, and -NR^-; 

Ar is either a five- or six-membered arylene or a five- or six-membered heteroarylene 
containing between one and three heteroatoms; 

G is either an optionally substituted cycloalkyl or an optionally substituted heteroalicyclic; 

each is independently selected from halogen, trihalomethyl, -CN, -NO2, -NH2, -OR^, 
-NR^R*, -S(0)o.2R^ -S02NR^R^ -C02R^ -C(0)NRV, -N(R^)S02R^ -N(R^)C(0)R^ 
-N(R^)C02R^, -C(0)R^, and optionally substituted Ci^alkyl; 

each R^ is independently -H or R"*; 

each R^ is independently selected fix)m optionally substituted Ci^alkyl, optionally 
substituted aryl, optionally substituted aryl Ci^alkyl, optionally substituted heterocyclyl, 
and optionally substituted heterocyclyl Ci-ealkyl; or 

R^ and R"^, when taken together with a common nitrogen to which they are attached, form 
an optionally substituted five- to seven-membered heterocyclyl, said optionally substituted 
five- to seven-membered heterocyclyl optionally containing at least one additional annular 
heteroatom selected from N, O, S, and P; , 

R^ is -H or optionally substituted Ci-6alkyl; 

each D is independenfly selected from -0-, -S(0)o.2-» and -NR^-; 

each R^^ is independentiy either R^, or according to formula XII; 



said saturated bridged ring system comprising up to fr>ur aimular heteroatoms represrated 
by any of X\ X^, and X^; wherein, 

each X^ is independently selected from -C(R^)R''-, -0-, -8(0)0-2-, and -NR*-; 

each X^ is independentiy an optionally substituted bridgehead methine or a 
bridgehead nitrogen; 

each X^ is independentiy selected from -C(R^)R^-, -0-, -S(0)o-2-, and -NR^-; 



xn 




wherein X\ X^, and optionally X^, represent the atoms of a saturated bridged ring system. 



Y is either: 
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an optionally substituted lower alkylene linker, between D and either 1) any 
annular atom of the saturated bridged ring system, except when is a 
bridgehead nitrogen, or 2) any heteroatom, represented by any of or R*^; 
provided there are at least two carbon atoms between D and any annular 
heteroatom of the saturated bridged ring system or any heteroatom 
represented by any of R^ or R^; 

or Y is absent, when Y is absent, said saturated bridged ring system, is directly 
attached to D via an annular carbon of said saturated bridged ring system, 
unless D is -SO2-, in which case said saturated bridged ring system, is 
directly attached to D via an any annular atom of said saturated bridged 
ring system; 

m and p are each independently one to four; 

n is zero to two, when n equals zero, then there is a single bond between the two 
bridgehead X^ 's; 

R^ and R'^ are each independently selected from -H, halogen, trihalomethyl, -CN, -NH2, 
-NO2, -OR^ -NR'r\ -S(0)o.2R^ -S02NR^R\ -C02R^ -C(0)NR^^ -N(R^)S02R^ 
-N(R^)C(0)R^ -NC02R^ -C(0)R^ optionaUy substituted Ci^alkyl, optionally substituted 
aryl, optionally substituted aryl Ci-ealkyl, optionally substituted heterocyclyl, optionally 
substituted heterocyclyl Ci-ealkyl, and a bond to either Y or D; or 

R^ and R^, when taken together are 0x0; or 

R and R , when taken together with a cormnon carbon to which they are attached, form a 
optionally* substituted three- to seven-membered spirocyclyl, said optionally substituted 
three- to seven-membered spirocyclyl optionally containing at least one additional annular 
heteroatom selected from N, O, S, and P; 

R^ is selected from -R^ Y, -S02NR^R^ -COaR^ -C(0)NR^R^ -S02R\ and -C(0)R^ and 

each R^° is independently selected from halogen, trihalomethyl, -CN, -NO2, -NH2, -OR^, 
-NR'R^ -S(0)o.2R^ -S02NR^^ -CO2R', -C(0)NR^^ -N(R')S02R', -N(R^)C(0)R^ 
-N(R^)C02R^ -C(0)R^ and optionaUy substituted Ci^alkyL 

55, The compound according to claim 54, wherein Z is either -O- or -NR^-. 

56. The compound according to claim 55, wherein at least one of R^ is -D-R^®. 
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57. The compound according to claim 56, wherein D is -O- and at least one other is 
-OR^ 



58. The compomid according to claim 57, of formula XUIa or Xnib: 

(g) R3b 




wherein is either =N- or =C(H)-. 

59. The compoimd according to claim 58, wherein is selected from Ci^alkyl 
optionally substitute^ witti at least one of optionally substituted amino, optionally 
substituted Ci^alkyl amino, optionally substituted Ci^dialkyl amino, optionally 
substituted heteroalicylic, and a group of formula Xn. 

60. The compound according to claim 59, wherein R^* is Ci^alkyl. 

61. The compound according to claim 60, wherein Z is -0-. 

62. Hie compound according to claim 61, wherein G is selected from cyclopropyl, 
aziradine, cyclobutyl, and azetidine, each optionally substituted with between zero and 
four of R^^. 

63. The compound according to claim 62, wherein Q is either =N- or =C(H)-. 

64. The compound according to clahn 63, wherein R^ is selected from -H, halogen, Ci. 
6 alkyl and perfluoro Ci-6 alkyl. 

65. The compound according to claim 64, wherein -N(R^^)R'^ is selected from the 
following: 
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R3b 

1 

^ ^ '0-3 

1 


R3b 

o 






(R'°)0-4 


LX (R'°)0-4 

(R®^)o-4 



wherein J, is a five- to ten-membered ring, optionally substituted with between zero and 
five of R^; 

each is independently selected from -H, halogen, trihalomethyl, -CN, -NO2, -NH2, 
-OR^ -NR3R^ -S(0)o.2R^ -S02NR^\ -C02R^ -C(0)NR3R^ -NCR^)S02R^ 
-N(R^)C(0)R^ -N(R^)C02R', -C(0)R^ optionally substituted Ci.6alkyl, optionally 
substituted aryl, optionally substituted aryl Ci^alkyl, optionally substituted heterocyclyl, 
and optionally substituted heterocyclyl Ci^allqrl; 

two of R^, together with the atom or atoms to which they are attached, combine to form 
an optionally substituted three- to seven-membered heteroalicyclic, said optionally 
substituted three- to seven-membered heteroalicyclic either spiro- to J or fused to J; 

E is selected from -0-. -N(R*)-, -CH2-. and -S(0)o.2-; 

each R^ is independently selected from halogen, trihalomethyl, -CN, -NO2, -NH2, -OR^, 
-NR^*, -S(0)o-2R^ -SO2NRV, -C02R^ -C(0)NR^R^ -N(R^)S02R^ -N(R^)C(0)R^ 
-N(R^)C02R^, -C(0)R^, optionally substituted Ci^alkyl, optionally substituted aryl, 
optionally substituted heteroaryl Ci^alkyl, and optionally substituted aryl Ci^allcyl; 

each methylene in any of the above formulae, other than those in a depicted ring, is 
indqpendently optionally substituted with R^; and 

R^ is selected from halogen, trihalomethyl, 0x0, -CN, -NO2, -NH2, -OR^, -NR^'*, 
-S(0)o.2R^ -S02NR^^ -C02R^ -C(0)NR^^ -N(R^)S02R^ -N(R^)C(0)R^ 
-N(R^)C02R', -C(0)R^, optionally substituted aryl, optionally substituted aryl Ci^jalkyl, 
heteroaryl Ci^alkyl, and optionally substituted Ci^alkyl; or 



386 



wo 2005/030140 



PCT/US2004/031523 



two of R , together with the carbon or carbons to which they are attached, can combine to 
form a three- to seven-membered alicyclic or heteroalicyclic; 

R^^is equivalent to R^ as defined above; and 

R"^ and R^ are as defined above. 




67. The compound according to claim 66, wherein R is Ci-aalkyl optionally 
substituted with a group selected from optionally substituted amino, an optionally 
substituted alkylamino, optionally substituted dialkylamino, and optionally substituted 
heteroalicylic. 

68. The compound according to claim 67, wherein the heteroalicyclic portion of said 
optionally substituted heteroalicyclic of R^^ is selected from the group consisting of 
piperidine, piperazine, morpholine, thiomorpholine, thiomorpholine 1-oxide, 
thiomorpholine 1,1-dioxide, 2-oxo-morpholine, pyrrolidine, and azepine. 

69. The compound according to claim 67, wherein R^*^ is according to formula XII. 

70. The compound according to claim 69, wherein the saturated bridged ring system 
according to formula Xli has a geometry selected from the group consisting of [4.4.0], 
[4.3.0], [4.2.0], [4.L0], [3.3.0], [3.2.0], [3.1.0], [3.3.3], [3.3.2], [3.3.1], [3.2.2], [3.2.1], 
[2.2.2], and [2.2.1]. 

71. The compound according to claim 70, wherein Y is selected from 
-CH2CH2CH2CH2-, -CH2CH2CH2-, -CH2CH2-, -CH2-, and absent. 
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72. The compound according to claim 71, wherein n is 0 and the saturated bridged ring 
system according to formula Xn has a geometry selected from the group consisting of 
[4A0], [4.3.0], [4.2.0], [4.L0], [3.3.0], [3.2.0], and [3.1.0]. 

73. The compound according to claim 72, wherein said saturated bridged ring system 
contains at least one annular nitrogen or at least one annular oxygen. 

74. The compound according to claim 73, wherein said saturated bridged ring system 
contains -NR^-, wherein is selected from -H, optionally substituted Ci^alkyl, -C02R^, 
-C(0)NR^R^ -S02R^ and -C(0)R^ 

75. The compound according to claim 73, wherein said saturated bridged ring system 
is of formula XV, 



wherein is selected from -0-, -S(0)o-2-, -NR^-, -CR^R^-, and absent; and e is 0 or 1. 

76. The compound according to claim 75, wherein Y is -CH2-. 

77. The compound according to claim 76, wherein is -NR^-, wherein R^ is selected 
from -H, optionally substituted lower alkyl, -COaR^, -C(0)NR^R^, -SOzR^, and -C(0)R^. 

78. The compound according to claim 76, wherein is -0-. 

79. The compound according to claim 76, wherein is absent. 

80. The compound according to claim 71, wherein Y is selected from -CH2CH2-, 
-CH2-, and absent. 

81. The compound according to claim 80, wherein said saturated bridged ring system 
is of formula XVI, 




XV 
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XVI 



wherein R^, R*°, and R" are each independently selected from -H, and -OR^^; or 

R^ is selected from -H, and -OR^^, and R^° and R", when taken together, are either an 
optionally substituted alkylidene or an oxo; 

R^^ is selected from -H, -C(0)R^, optionally substituted lower alkylidyne, optionally 



substituted lower arylalkylidyne, optionally substituted lower heterocyclylalkylidyne, 
optionally substituted lower alkylidene, optionally substituted lower alkylidenearyl, 
optionally substituted lower alkylideneheterocyclyl, optionally substituted lower alkyl, 
optionally substituted lower alkylaryl, optionally substituted aryl, optionally substituted 
lower heterocyclylalkyl, and optionally substituted heterocyclyl; 

or two R 's, when taken together, form 1) a corresponding spirocyclic ketal when said 
two R^^'s stem from R^^ and R^\ or 2) a corresponding cyclic ketal when said two R^^*s 
stem from R^ and one of R^^ and R^\ 

82. The compound according to claim 81, wherein one of R^° and R^^ is -OR^^, 
wherein R^^ is selected from -H, -C(0)R^, and optionally substituted lower alkyl; and R^ 
and the other of R^^ and R^* are both -H. 

83. The compound according to claim 82, wherein Y is either -CH2- or absent. 

84. The compound according to claim 81, wherein R^ is an alkyl group containing at 
least one fluorine substitution thereon. 

85. The compound according to claim 74, wherein said saturated bridged ring system 
is of formula XVn. 



86. Tlie compound according to claim 85, wherein Y is either -CH2- or absent 




xvn 
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87. The compound according to claim 86, wherein is methyl or ethyl. 

88. The compound according to claim 87, wherein at least one of is halogen. 

' 89. The compound according to claim 74, wherein said saturated bridged ring system 
is of formula XVm. 

"'"O^ — ^ 

xvm 

90. The compound according to claim 89, wherein Y is -CH2-. 

91. The compound according to claim 90, wherein R^ is methyl or ethyl. 

92. The compound according to claim 73, wherein said saturated bridged ring system 
is of formula XIX 



r3 




'wherein is selected from -0-, -8(0)0-2-, -NR*-, -CR^^-, and absent. 

93. The compound according to claim 92, wherein R^ of formula XIX is selected from 
-H and optionally substituted alkyl. 

94. The compound according to claim 93, wherein is either -CR^R^- or absent. 

95. The compound according to claim 94, wherein is either -CH2- or absent. 

96. The compound according to claim 95, wherein Y is -CH2-. 

97. The compound according to claim 74, wherein said saturated bridged ring system 
is according to formula XX. 
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XX 

98. The compound according to claim 97, wherein is methyl or ethyl. 

99. The compound according to any of claims 67 through 98, wherein is selected 
from Ci-6 alkyl, perfluoro Ci-6 alkyl, and halogen. 

100. The compound according to claim 99, wherein R^ is selected from perfluoro C1.3 
alkyl and halogen. 

101. The compound according to any of claims 67 through 98, wherein R^^ is selected 
from halogen, -CN, -NO2, -NH2, -OR^ -NR^^ -N(R^)S02R^ -N(R^)C(0)R^ 
-N(R^)C02R^, optionally substituted heterocyclyl, and optionally substituted heterocyclyl 
Ci^alkyl, and (two of R^^ together with the atom or atoms to which they are attached, an 
optionally substituted three- to six-membered heteroalicyclic, said optionally substituted 
three- to six-membered heteroalicyclic fused to the phenyl as in XTVa or XlVb. 

102. The compound according to claim 101, wherein R^ is selected from halogen, 
-NR^R^ optionally substituted heterocyclyl, and optionally substituted heterocyclyl Ci- 
ealkyl, and (two of R^^ together with the atom or atoms to which they are attached, an 
optionally substituted five- to six-membered heteroalicyclic, said optionally substituted 
five- to six-membered heteroalicyclic fused to the phenyl as in XlVa or XlVb. 

103. The compound according to claim 102, wherein R^ is selected from Ci^ allcyl, 
perfluoro Ci^ alkyl, and halogen. 

104. The compound according to claim 103, wherein R^ is selected from perfluoro C1.3 
alkyl and halogen. 

105. The compound according to claim 54, selected from Table 2. 

Table 2 
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Entoy 


Name 


Structure 


1 


N-(6-{[6,7- 
bisCmethYloxY)auinolin-4- 
yl] oxy } -5-chloropyridin- 

3-yl)-N».(4- 
fluorophenyl)cyclopropan 
e-1 , iKlicarboxamide 




N 


2 


N-(6-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-5-chloropyridin- 

3-yl)-N*-(4- 
fluorophenyl)cyclobutane 
-1,1 -dicaiboxamide 






3 


N-(6-{[6,7- 
bisfnicthvloxv')aiiinolin--4- 
yl]oxy}-5-chloropyri(lin- 

3-yl)-N'- 
(phenylmethyl)cyclopropa 
ne-lyl-dicarboxainide 












4 


N-(6.{[6,7- 
bis(niethyloxy)quinolin-4- 
yl]oxy } -5-chloropyridin- 

3-yl)-N*- 
phenylcyclopropane- 1,1- 
dicarboxamide 






5 


N-[3-fluoro-4-({6- 
(methyloxy)-7-r(3- 
morpholin-4- 
ylpropyl)oxy]quinolin-4- 

yl}oxy)phenyl]-N'-(4- 
fluorophenyl)cyclopropan 
e- 1 , l-dicarboxamide 






6 


N-[3-fluoro-4-({6- 
(methyIoxy)-7-[(3- 
piperidin-l- 
ylpropyl)oxy]quinolin-4- 

yl }oxy)phenyl]-N'-(4- 
fluorophenyl)cyclopropaii 
e-1 , l-dicarboxamide 
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Table 2 



Entry 


Name 


Structure 


7 


iN - Lo-riuorc)-4-( ( o- 
(methyloxy)-7-[(3- 
piperidin-1- 
ylpropyl)oxy]qiiinolin-4- 

yl }oxy)phenyl]-N'-(4- 
fluorophenyl)cyclobutane 
-1 4-dicaiiboxamide 






8 


N-(6-{[6,7- 
bis(niethyloxy)quinolin-4- 
yl]oxy } -5-chloropyridin- 

3-yl)-N'-(2- 
phenylethyl)cyclopropane 
-1,1-dicaifooxamide 


^^f^^ ^^^^ 




9 


N-(6-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy } -2-methylpyridin- 

3-yl)-Isr.(4- 
fluorophenyl)cyclopropan 
e- 1 , 1 -dicarboxamide 


^^^"sr^ ^^^^^ 




10 


N-{4-[(7-cWoroquinolin- 
4-yl)oxy]-3- 

fluorophenyl }-N -(4- 
fluorophenyl)cyclopropan 

e-1 , l-dicaiboxamide 






11 


N-{4-[(7-chloroquinolin- 
4-yl)oxy]phenyl } -N*-(4- 
fluorophenyl)cyclopropan 
e- 1 , 1 -dicarboxamide 


c,X) 


N 


12 


N-(4-{[6,7. 
bis(methyloxy)quinolin-4- 

yl]oxy}phenyl)-N'-(4- 
fluorophenyl)cyclopropan 
e-1 ,1-dicarboxainide 
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Table 2 



Entry 


Name 


Structure 


13 


N-(4-{[6,7- 
bis(methyIoxy)quinazolin 
-4-yl]oxy}phenyl)-N-(4- 
fluorophenyl)cyclopropan 
e-1 , 1-dicarboxamide 




-J 
N 


14 


N-(4-{[6,7- 
bis(methyloxy)quinazolin 
-4-yl]oxy}-3- 
fluorophenyl)-N-(4- 
fluorophenyl)cyclopropan 
e- 1 , 1 -dicaiboxamide 






15 


N-[3-fluoro-4-({ 6- 
(methyloxy)-7-[(3- 
moTpholin-4- 
ylpropyl)oxy]quinazolin- 
4-yl }oxy)phenyl]-N'-(4- 
fluorophenyl)cyclopropan 
e- 1 , 1 -die arboxaroide 






16 


N-{5-chloro-6-[(6- 
(methyloxy)-7-{ [(1- 
methylpiperidin-4- 
yl)methyl]oxy }qiiinolin- 
4-yl)oxy]pyridin-3-yl }- 
N'.(4- 

fluorophenyl)cyclopropan 
e-l,l-dicarboxaimde 






17 


N-[5^hloro-6-({6- 
(methyloxy)"7- 
[(piperidin-4- 
ylmethyl)oxy]quinolin-4- 
yl }oxy)pyridin-3-yl]-N - 
(4- 

fluorophenyl)cyclopropan 
e- 1 , 1 -dicaiboxamide 






18 


N-[5-chloro-6-({6- 
(methyloxy)-7- 
[(phenylmethyl)oxy]quino 
lin-4-yl } oxy)pyridin-3- 
yl]-N'-(4- 
fluorophenyl)cyclopropan 
e- 1 , 1 -dicarboxamide 
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Table 2 



Entry 


Name 


Structure 


19 


N-(4-{[7.{[2- 
(dietiiylamino)ethyl]oxy}- 
6-(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)- 
N'-(4- 

fluorophenyl)cyclopropan 
e- 1 , l-dicarboxamide 






20 


N-(4-{[7-{[2. 
(diethylaiQino)ethyl]oxy}- 
6-(methyloxy)quinolin-4- 
yl]oxy } -3-fluorophenyl)- 
N'-(4- 

fluorophenyl)cyclobutane 
-1 , l-dicarboxamide 






21 


(methyloxy)-7-{[(l- 
methylpiperidin-4- 
yl)methyl]oxy}qiiinazolin 
-4-yl)oxy]phenyl } -N -(4- 
fluorophenyl)cyclopropan 
e-l,l-dicarboxamide 






22 


N-(4.{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-2-methylphenyl)- 
N'-(4- 

fluorophenyl)cyclopropan 
e-1 , l-dicarboxamide 


CO 


N 


23 


N-(4-fluorophenyl)-N'-[2- 
methyl-6-({6- 
(methyloxy)-7-[(3- 
morpholin-4- 
ylpropyl)oxy]quinolin-4- 
yl }oxy)pyridin-3- 
yl] cyclopropane- 1,1- 
dicarboxamide 






24 


N-(4-{[6,7. 
bis(methyloxy)quinolin-4- 
yl]oxy } -3-fluorophenyl)- 
N'-(4- 

fluorophenyl)cyclopropan 
e- 1 , l-dicarboxamide 


CO 
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Structure 


25 


N-(o-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-5-chloro-2- 
methylpyridin-3-yl)-N'- 
(4- 

fluorophenyl)cyclopropan 
e-l,l-clicaiboxaimde 


( 










26 


N-[3-fluoro-4-({7- 
(methyloxy)-6-[(3- 
morpholin-4- 
ylpropyl)oxy]quinazolin- 
4-yl}oxy)phenyl]-N'-(4- 
fluorophenyl)cyclopropan 
e- 1 , 1 -dicarboxamide 






27 


N-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-3,5- 
difluorophenyl)-N-(4- 
fluorophenyl)cyclopropan 
e- 1 , 1 -dicarboxamide 






28 


N-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}-2,5- 
difluorophenyl)-N-(4- 
fluorophenyl)cyclopropan 
e-1 J-dicarboxamide 




N 


29 


N-[3-fluoro-4-({7- 
(methyloxy)-6-[(3-. 
morpholin-4- 
ylpropyl)oxy]quinolin-4- 

yl } oxy)phenyl] -N*"(4- 
fluorophenyl)cyclopropan 
e- 1 , 1 -dicarboxamide 






30 


N-{3-fluoro-4-[(6- 
(methyloxy)-7-(2-methyl 
octahydrocyclo- 
penta[c]pyirol-5- 
ylmethoxy)quinazolin-4- 

yl)oxy]phenyl } -N -(4- 
fluorophenyl)cyclopropaii 
e- 1 , 1 -dicarboxamide 
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Structure 


31 


N-{ 3-fluoro-4-[(7- 
(methyloxy)-6-{[(l- 
methylpiperidin-4- 
yl)methyl]oxy}quinazolin 
-4-yl)oxy]phenyl}-N*-(4- 
fluorophenyl)cyclopropan 
e- 1 , 1 -dicarboxamide 






II V 


32 


N- [5 -iluoro-2-methyl-4- 
({6-(methyloxy)-7-[(3- 

morpholin-4- 
ylpropyl)oxy]quinolin-4- 

yl }oxy)phenyl]-N -(4- 
fluorophenyl)cyclopropan 
e- 1 , 1 -dicarboxamide 


0 o 


3 




• 

33 


N-(4-{[6,7. 
bis(inethyloxy)quinolm-4- 
yl]oxy}-2,3,5- 
trifluorophenyl)-N'-(4- 
fluorophenyl)cyclopropan 
e-1 , l-dicarboxamide 






F 


34 


N-(4-{[6,7- 

bis(methyloxy)quinolin-4- 
yl]oxy}-5-fluoro-2- 
inethylphenyl)-N-(4- 

fluorophenyl)cyclopropan 
e-1 , 1-dicarboxamide 




N 




35 


N-(4-{[6J- 

bis(methyloxy)quinolin-4- 
yl]oxy}-2-chloro-5- 
methylphenyl)-N-(4- 

fluorophenyl)cyclopropan 
e-l,l-dicarboxamide 




N 




36 


N-(3-fluoro-4-{[6- 
hydroxy-7- 
(methyloxy)quinolin-4- 
yl]oxy }phenyl)-N'-(4- 
fluorophenyl)cyclopropan 
e- 1 , l-dicarboxamide 




N 





397 



wo 2005/030140 



PCT/US2004/031523 



Table 2 



Entry 


Name 


Structure 


37 


N-(4-fluorophenyl)-N-[2- 
methyl-4-({6- 
(methyloxy)-7-[(3- 
morpholin-4- 
ylpropyl)oxy]quinolin-4- 
yl }oxy)phenyl]cyclopropa 
ne-l,l-dicarboxainide 


0 0 
r ^\ 


Oc 






38 


N-[3-fluoro-4-({6- 
(methyloxy)-7-[(3- 
piperazin-1- 
ylpropyl)oxy]quinolin-4- 

yl }oxy)phenyl]-]sr-(4- 
fluorophenyl)cyclopropan 
e- 1 , 1 -dicarboxamide 


/ 

M 

N 
H 


V 




NH 

0 

F 


39 


N-{3-fluoro-4-[(6" 
(methyloxy)-7-{ [3-(4- 
methylpiperazin- 1- 
yl)propyl]oxy }quinolin-4- 

yl)oxy]phenyl } -N'-(4- 
fluorophenyl)cyclopropan 
e-l^l-dicarboxamide 




It 


^N^ 

jT T 


40 


N-{3-fluoro-4-[(6- 
(methyloxy)-7-{[(l- 
methylpiperidin-4- 
yl)methyl] oxy } quinolin- 
4-yl)oxy]phenyl } -N'-(4- 
fluorophenyl)cyclopropan 
e- 1 , 1 -dicarboxamide 




HN- 
NH 


-< 


n 


x:j' 

) 
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41 



Name 



N-(4-fluorophenyl)-N'-[4- 
({6-(methyloxy)-7-[(3- 

morpholin-4- 
ylpropyl)oxy]quinolin-4- 
yl } oxy)phenyl]cyclopropa 
ne-1 , l-dicarboxamide 



Structure 

<^ On 

O^NH ^^"^^ 





42 



N-(4-{[7-{[3- 
(diethylainino)propyl]oxy 
}-6-(methyloxy)quinolin- 
4-yl]oxy}-3- 
fluorophenyl)-N'-(4- 
fluorophenyl)cyclopropan 
e-1 , l-dicarboxaxnide 




43 



N-(4-{[6,7- 

bis(methyloxy)quinolin-4- 
yl]oxy}-2-chloro-5- 
fluorophenyl)-N-(4- 

fluorophenyl)cyclopropan 
e- 1 , l-dicaiboxamide 




44 



N-(4-{[6,7- 
bis(methyloxy)-2- 
(methylthio)quinolin-4- 
yl]oxy}-3-fluorophenyl)- 
]Sr-(4- 

fluorophenyl)cyclopropan 
e- 1 , 1-dicaiboxamide 




45 



N-(4-fluoiophenyl)-N'-(4- 

{[2-methyl-6,7- 
bis(methyloxy)quinazoliii 
-4- 

yl]oxy }phenyl)cyclopropa 
ne-1 , 1 -dicarboxamide 
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Structure 


46 


N-(4-{[2-anuno-6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy } -3-fluorophenyl)- 
N'-(4- 

fluorophenyl)cyclopropan 
e-l.l-dicarboxamide 




V 

41-12 


47 


N-(3-fluoro-4-{[2- 
(methylainino)-6,7- 
bis(methyloxy)quinolin-4- 

yl]oxy}phenyl)-N'-(4- 
fluorophenyl)cyclopropan 
e- 1 , l-dicarboxamide 




V 

MH 


48 


(lS,2R)-N-[3-fluoro-4- 
({6-(methyloxy)-7-[(3- 

m <^TT^Vl "f Tl — — 

ylpropyl)oxy]quinolin-4- 
yl}oxy)phenyl3-N'-(4. 
fluorophenyl)-2- 
methy Ic yclopropane- 1,1- 
dicarboxamide 


HI ^'T^ OHN 


P 


49 


(lR,2R)-N-[3-fluoro-4- 
({6-(methyloxy)-7-[(3- 

inorpholin-4- 
ylpropyl)oxy]quinolin-4- 
yl}oxy)phenyl]-N'-(4- 
fluorophenyl)-2- 
methylcyclopropane- 1,1- 
dicarboxamide 


M J 


p 
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Structure 



N-(4-{[6-{[3- 
(diethylamino)propyl]oxy 
} -7-(methyloxy)quinolin- 
50 4-yl]oxy}-3- 

fluorophenyl)-N-(4- 
fluorophenyl)cyclopropan 
e-1 ,1-dicarboxamide 




51 



N-(4-{[6-{[2- 
(cliethylamino)ethyl]oxy } - 
7-(methyloxy)qmnolin-4- 
yl]oxy } -3-fluorophenyl)- 
N'-(4- 

fluorophenyl)cyclopropan 
e-1 , l-dicarboxaroide 




52 



1,1-dimethylethyl 4-(3- 
{[4-[(2«fluoro-4-{[(l- 
{[(4- 

fluorophenyl)amino]carbo 
nyl }cyclopropyl)carbonyl 
] amino }phenyl)oxy]-6- 
(methyloxy)quinolin-7- 
yl]oxy}propyl)piperazine- 
1-carboxylate 




53 



(lR,2R)-N-[3-fluoro-4- 
({6-(methyloxy)-7-[(3- 

morpholin-4- 
ylpropyl)oxy]qxunazolin- 
4-yl}oxy)phenyl]-]Sr-(4- 

fluorophenyl)-2- 
methylcyclopropane- 1,1- 
dicarboxamide 




tr o HN 



O 
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54 


(lR,2R)-N-(4-{[7-{[2- 
(diethylainino)ethyl]oxy } - 
o- v^iiicuiyioAy ^cjuinaZOJin- 
4-yl]oxy}-3- 
fluorophenyl)-N'-(4- 
fluorophenyl)-2- 
methylcyclopropane-1,1- 
dicaiboxamide 


°yS 0 

^trV°V^ oHN 


55 


N-(4.{[7-{[3- 
(diethylainino)propyl]oxy 

(methyloxy)quinazolin-4- 
yl]oxy}-3-fluorophenyl)- 
N*-(4- 

fluorophenyl)cyclopropan 
e- 1 , l-dicarboxamide 


'Oj 


F 

I H 


56 


N-(4-{[7-{[3-(4- 
acetylpiperazin-1- 
yl)propyl]oxy } -6- 
(metfayloxy)qumolin-4- 
yl]oxy}-3-fluorophenyl)- 
N'-(4- 

fluorophenyl)cyclopropan 
e- 1 , 1 -dicarboxamide 




i H 


57 


1,1-dimethylethyl 4-(3- 
{[4-[(2-fluoro-4- 
{[((1R,2R>1.{[(4. 
fluorophenyl)amino]caibo 

nvl>-2- 
methylcyclopropyl)carbon 
yl] amino } phenyl)oxy]-6- 
(methyloxy)quinolin-7- 
yl]oxy}propyl)piperazine- 
l-carboxylate 


N' 

X 
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58 



Name 



N-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}phenyl)-N-(4- 
fluorophenyl)- 1 - 
(phenylmethyl)azetidine- 
3,3-dicarboxamide 



Structure 






59 



60 



N-(4-{[6.7- 
bis(niethyloxy)quinolin-4- 
yl]oxy}phenyl)-N'-(4- 
fluorophenyl)azetidine- 
3 ,3-dicaxboxaimde 




Q /=< 




(lR,2S)-N-{3-fluoro-4- 
[(6-(methyloxy)-7-{[3-(4- 

methylpiperazin-l- 
yl)propyl]oxy } quinolin-4- 
yl)oxy]phenyl } -N'-(4- 
fluorophenyl)-2- 
methylcyclopropane-1,1- 
dicarboxamide 




61 



(lR,2R)-N-{ 3-fluoro-4 
[(6-(methyloxy>7-{ [3-(4- 

methylpiperazin- 1- 
yl)propyl]oxy}quinolin-4- 
yl)oxy]phenyl}-N*-(4- 
fluorophenyl)-2- 
methylc yclopropane- 1,1- 
dicarboxamide 




O 
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Structure 


62 


(lR,2R)-N-[3-fluoro-4- 
({6-(methyloxy)-7-[(3- 

ylpropyl)oxy]quinolin-4- 
yl } oxy)phenyl]-N -(4- 
fluorophenyl)-2- 
methylcyclopropane- 1,1- 
dicarboxamide 


vv 




0' 


63 


N-(3-fluoro-4-{ [7-({ 3-[4- 
( 1 -methylethyl)piperazin- 

l-yl]propyl } oxy)-6- 
(methyloxy)quinolin-4- 
yl]oxy}phenyl)-N-(4- 
fluorophenyl)cyclopropan 
e-l,l-dicarboxamide 


NH o 




0 


64 


N-(4-{[7-{[3- 
(diethylainino)propyl]oxy 
}.6- 

(methyloxy)quinazolin-4- 
yl]oxy } -3-fluorophenyl)- 
N*-(4- 

fluorophenyl)cyclopropan 
e-1 , 1-dicarboxamide 


'o 


F 


r"-i 


65 


(lR,2R)-N-(4-{[7-{[3- 
(diethylamino)propyl]oxy 
} -6-(inethyloxy)quinolin- 
4-yl]oxy}-3" 
fluorophenyl)-N'-(4- 
fluorophenyl)-2- 
methylcyclopropane-l , 1- 
dicarboxamide 






0' 

1 
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Structure 


66 


(lR,2R)-N-(4-{[7-{[2- 
(diethylainino)ethyl]oxy } - 
6-(methyloxy)quinolin-4- 
yl] oxy } -3 -fluorophenyl)- 

lSr-(4-fluorophenyl)-2- 
methylcyclopropane-1,1- 
dicarboxamide 


T 


. 0' 


67 


(lR,2S)-N-(4.{[7-{[3- 
(diethylamino)propyl]oxy 
}-6-(methyloxy)quinolin- 
4-yl]oxy}-3- 
fluorophenyl)-N-(4- 
fluorophenyl)-2- 
methylcyclopropane-1,1- 
dicarboxamide 


N ^ 


d 


68 


(lR,2S)-N-(4-{[7-{[2. 
(diethylamino)ethyl]oxy } - 
6-(methyloxy)qiunolin-4- 
yl]oxy}-3-fluorophenyl)- 

N'-(4-fluorophenyl)-2- 
methylcyclopropane- 1,1- 
dicarboxamide 






69 


N-(4-{[7-{[2- 
(diethylaimno)ethyl]oxy }- 
6-(methyloxy)quinazolin- 
4-yl]oxy}-3- 
fluorophenyl)-N-(4- 
fluorophenyl)cyclobutane 
-1,1-dicarboxaimde 


— o 


O— ^ ^NH T 
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70 



(lR,2S)-N-[3-fluoro-4- 
({6-(methyloxy)-7-[(3- 

piperazin-l- 
ylpropyl)oxy]quinolin-4- 
yl }oxy)phenyl]-N -(4- 
fluorophenyl)-2- 
methylcyclopropane- 1,1- 
dicarboxamide 




71 



(lR,2R,3S)-N-[3-fluoro- 
4-({6-(methyloxy)-7-[(3- 

morpholin-4- 
ylpropyl)oxy]quinolin-4- 
yl }oxy)phenyl]-N*-(4- 

fluorophenyl)-2,3- 
dimethylcyclopropane- 
1,1-dicarboxamide 




72 



(lR,2R,3S)-N-{3-fluoro- 
4-[(6-(methyloxy)-7-{ [3- 

(4-methylpiperazin-l- 
yl)propyl]oxy }quinolin-4- 

yl)oxy]phenyl } -N -(4- 

fluorophenyl)-2,3- 
dimethylcyclopropane- 
1,1-dicaiboxaniide 




H ^Z^. 



73 



(lR,2R,3S)-N-[3-fluoro- 
4-({6-(methyloxy)-7-[(3- 

morpholin-4- 
ylpropyl)oxy]quinazolin- 
4-yl}oxy)phenyl]-N'-(4- 

fluorophenyl)-2,3- 
dimethylcyclopropane- 
1,1-dicacboxamide 



0 
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• 74 


(lR,2R,3S)-N-{3-fluoro- 
4-[(6-(methyloxy)-7-{ [3- 

(4-methylpiperazin-l- 
yl)propyl]oxy } quinazolin- 
4-yl)oxy]phenyl}-N'-(4- 

£luorophenyl)-2,3- 
dimethylcyclopropane- 
1 , 1 -dicarboxaniide 




75 


N-[3-fluoro-4-({6- 
<'methvloxvV7-rr3- 
morpholin-4- 
ylpropyl)oxy]quinazolin- 
4-yl } oxy)phenyl]-N -(4- 
fluorophenyl)cyclobutane 
-1,1-dicarboxainide 


F o 1— » 


76 


(2R,3R)-N-[3-fluoro-4- 
({6-(methyloxy)-7-[(3- 

morpholin-4- 
ylpropyl)oxy]quinolin-4- 
yl }oxy)phenyl]-N -(4- 

fluorophenyl)-2,3- 
dimethylcyclopropane- 
1 , 1 -dicaiboxamide 




, o' 


77 


(2R,3R)-N.(4-{t7-{[3- 
(diethylamino)propyl]oxy 
} -6-(methyloxy)quinolin- 
4-yl]oxy}-3- 
fluorophenyl)-N-(4- 

fluorophenyl)-2,3- 
dimethylcyclopropane- 
1 , 1 -^caiboxamide 
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78 


N-(4-{[7.{[3< 
(diethylamino)propyl]oxy 
}-6-(methyloxy)quinolin- 
4-yl]oxy}-3- 
fluorophenyl)-N-(4- 
fluorophenyl)-2,2- 
dimethylcyclopropane- 
1 , 1 -cUcarboxamide 


CO 




, 0' 


79 


N-[3-fluoro-4-({6- 

(methyloxy)-7-[(3- 
morpholin-4- 
ylpropyl)oxy]quinazolin- 
4-yl}oxy)phenyl]-N'-(4- 

fluorophenyl)-2,2- 
dimethylcyclopropane- 

1 , l-icarboxamide 


N^N f-VAnA>=0 


80 


(lR,2R,3S>N-(4-{ [7-{ [3- 
(diethylamino)propyl]oxy 
} -6-(methyloxy)quinolin- 
4-yl]oxy}-3- 
fluorophenyl)-N'-(4- 
fluorophenyl)-2,3- 
dimethylcyclopropane- 
1 , 1 -cUcarboxamide 


^0 




0' 


81 


N.(4-{[7-{[2- 
(diethylaimno)ethyl]oxy } - 
6-(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)- 
N-(4-fluorophenyl)-2,2- 
dimethylcyclopropane- 
1 , 1 -dicarboxamide 


T 

1 




0" 


82 


(lR,2R,3S)-N.(4-{ [7-{ [2- 
(diethylammo)ethyl]oxy } - 
6-(inethyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)- 
N'-(4-fluorophenyl)-2,3- 
dimethylcyclopropane- 
1 , 1 -dicarboxamide 
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83 



N-[3-fluoro-4-({6- 
(methyloxy)-7-[(3- 
morpholin-4- 
ylpropyl)oxy]quinolin-4- 
yl }oxy)phenyl]-N -(4- 

fluorophenyl)-2,2- 
dimethylcyclopropane- 
1 , 1 -dicarboxamide 




84 



N-(4-{[7-{[2- 
(diethylamino)ethyl]oxy}- 
6-(methyloxy)quinazolin- 
4-yl]oxy}-3- 
fluorophenyl)-N'-(4- 
fluorophenyl)-2,2- 
dimethylcyclopropane- 
1 , 1 -dicarboxamide 





85 



N-(4-{[7-{[3- 
(diethylaniijio)propyl]oxy 
}-6- 

(methyloxy)quinazolin-4- 
yl]oxy}-3-fluorophenyl)- 
N'-(4-fluorophenyl)-2,2- 
dimethylcyclopropane- 
1,1-cUcarboxaiiiide 



0 

tV°V^ oHn 




86 



N-(4-{[7-{[3- 
(diethylamino)propyl]oxy 
}-6- 

(methyloxy)quinazolin-4- 
yl]oxy}-3-fluorophenyl)- 
N*-(4- 

fluorophenyl)cyclobutane 
- 1 , 1-dicaiboxamide 




87 



N-{3-fluoro-4-[(6. 
(methyloxy)-7-{ [3-(4- 
methylpiperazin-1- 
yl)propyl]oxy}quinazolin 
4-yl)oxy]phenyl } -N'-(4- 
fluorophenyl)cyclobutane 
-1 ,1-dicaiboxaniide 
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88 



89 



Name 



N-[3-fluoro-4-.({6- 
(methyloxy)-7-[(3- 
piperazin-1- 
ylpropyl)oxy]quinazolin- 
4-yl }oxy)phenyl]-N -(4- 
fluorophenyl)cyclobutane 
-1 ,1-dicarboxamide 



(2R,3R)-N-[3-fluoro-4- 
({6-(methyloxy>7-[(3- 

morpholin-4- 
ylpropyl)oxy]quinazolin- 
4-yl}oxy)phenyl]-N-(4- 

fluorophenyl)-2,3- 
dimethylcyclopropane- 
1,1-dicaiboxaimde 



Structure 





F O I — I 




90 



91 



N-(4-{[7-{[3- 
(diethylaniino)propyl]oxy 
} -6-(methyloxy)quinolin- 
4-yl]oxy}-3- 
fluorophenyl)-N'-(4- 
fluorophenyl)cyclobutane 
- 1 , l-dicaiboxamide 




b— NH°' 




N-{3-fluoro-44(6- 
(methyloxy)-7-{ [3-(4- 
methylpiperazin-l- 
yl)propyl]oxy}quinoliri-4- 

yl)oxy]phenyl } -N -(4- 
fluorophenyl)cyclobutane 
- 1 , 1-dicarboxamide 
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92 



Name 



(lR,2R>N.(4.{[7-{[3. 
(diethylamino)propyl]oxy 

(inethyloxy)quinazolin-4- 
yl]oxy } -3-fluorophenyl)- 
]Sr-(4-fluorophenyl)-2- 
methylcy clopropane- 1,1- 
dicarboxamide 



Structure 



93 



94 



95 



(lR,2R)-N-{3-fluoro-4- 
[(6-(methyloxy)-7-{ [3-(4- 

methylpiperazin-1- 
yl)propyl] oxy } quinazolin- 
4-yl)oxy]phenyl}-N'-(4- 

fluorophenyl)-2- 
methylcyclopropane-1,1- 
dicarboxamide 



1 iiV^Y^ °K 



J 



(2R,3R>N.(4-{[7-{[2. 
(diethylamino)ethyl] oxy } - 
6-(methyloxy)quinazolin- 
4-yl]oxy}-3- 
fluorophenyl)-N-(4~ 
fluorophenyl)-2,3- 
dimethylcyclopropane- 
1 , 1 -(Mcarboxamide 



(2R,3R)-N.(4-{[7-{[3- 
(diethylainino)propyl]oxy 
}-6- 

(methyloxy)qumazolin-4- 
yl]oxy } -3-fluorophenyl)- 
N-(4-fluorophenyl)-2,3- 
dimethylcyclopropane- 
1 , l-dLcarboxamide 



96 



(lR,2R)-N-[3-fluoro-4- 
({6-(methyloxy)-7-[(3- 

piperazin-l- 
ylpiDpyl)oxy]qiiinazolin- 
4-yl}oxy)phenyl]-N'-(4- 

fluorophenyl)-2- 
methylcyclopropane-l , 1 - 
dicarboxamide 




O HN 
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Structure 


97 


(2R,3R)-N-(4-{[7-{[2~ 
(cliethylaimno)ethyl]oxy } - 
6-(methyIoxy)quinolin-4- 
yl] oxy } -3-fluorophenyl)- 

N'-(4-fluorophenyl)-2,3- 
dimethylcyclopropane- 
1 , l-dicarboxamide 




98 


N-(4-{[6,7- 
bis(methyloxy)qiiinolin-4- 

yl]oxy }phenyl)-N -[(4- 
fluorophenyl)methyl]cycl 
opropane-1,1- 
dicarboxamide 




99 


N.(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy }phenyl)-]SP-(2- 
morpholin-4- 
ylethyl)cyclopropane- 1,1- 
dicarboxamide 


Q X 


100 


N-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}phenyl)-N'-[2- 
(piperidin-1- 
ylmethyl)phenyl]cyclopro 
pane- 1 , 1 -dicarboxamide 


H Q 


101 


N-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy}phenyl)-N'-[2- 
(pyrroli<Un-l- 
ylmethyl)phenyl]cyclopro 
pane- 1 , 1-dicarboxamide 


o 
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Structure 


102 


bis(methyloxy)quinolin-4- 
yl]oxy}phenyl)-N*-[3- 
(morpholin-4- 
ylmethyl)phenyl]cyclopro 
pane-l,l-dicarboxamide 


Q 

NH o 


V 

5^N 


103 


bis(methyloxy)quinolin-4- 
yljoxy } phenyl)-N -[2- 
(morpholin-4- 
ylinethyl)phenyl]cyclopro 
pane-1 ,1-dicarboxamide 


O 

4 H 


^N 


104 


N-(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl] oxy } phenyl)-N - 

phenylcyclopropane-1, 1- 
dicarboxamide 


Q 

NH o f^^^^ 


A* 

T 

^N 


105 


N-[3- 

(aminomethyl)phenyl]-N'- 

(4-{[6,7- 
bis(methyloxy)quinolin-4- 
yl]oxy }phenyl)cyclopropa 
ne-l,l-dicarboxaimde 


^NH2 


^N 


106 


N-f4-ir6 7- 
bis(methyloxy)quinolin-4- 
yl]oxy}phenyl)-N'-[3- 
(piperidin-l- 
ybiiethyl)phenyl]cyclopro 
pane-l,l-dicaiboxamide 


Q 


5^N 
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Table 2 



Entry 


Name 


Structure 


107 


N-(4-{[6,7- 
bis(inethyloxy)quinolin-4- 
yl]oxy}phenyl)-N*-[3- 
(pyrrolidin-1- 
ylmethyl)phenyl]cyclopro 
pane-1 , l-dicarboxamide 





106. A phaimaceutical composition comprising a compound according to any one of 
claims 1 - 105 and a pharmaceutically acceptable carder. 

107. A metabolite of the compound or the pharmaceutical composition according to any 
one of claims 1 - 106. 

108. A method of modulating the in vivo activity of a kinase, the method comprising 
administering to a subject an effective amount of the compound or. the pharmaceutical 
composition according to any of claims 1 - 105. 

109. The method according to claim 108, wherein modulating the in vivo activity of the 
kinase comprises inhibition of said kinase. 

110. The method according to claim 108, wherein the kinase is at least one of c-Met, 
KDR, c-Kit, flt-3, and flt-4. 

111. The method according to claim 1 10, wherein the kinase is c-Met. 

112. A method of treating diseases or disorders associated with uncontrolled, abnormal, 
and/or unwanted cellular activities, the method comprising administering, to a mammal in 
need thereof, a therapeutically effective amount of the compound or the pharmaceutical 
composition as described in any one of claims 1 - 106. 

113. A method of screening for a modulator of a kinase, said kinase selected from c- 
Met, KDR, c-Kit, flt-3, and flt-4, the method comprising combining a compound 
according to any one of claims 1 - 105, and at least one candidate agent and determining 
the effect of the candidate agent on the activity of said kinase. 
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114. A method of inhibiting proliferative activity in a cell, the method comprismg 
administering an effective amount of a composition comprising a compound according 
any one of claims 1 - 105 to a cell or a plurality of cells. 

1 15. A process for preparing a compound of Formula XXI, 




XXI 



comprising reaction of a compound of Formula XXn, with a compound of Formula 

xxm 




xxn xxm 



wherein, 

each is independently selected from halogen, -OR^, -NO2, -NH2, -NR^^, -D-R^® and 
optionally substituted Ci^alkyl; 

R^^ is selected from -H, halogen, -OR^, -S(0)o.2R^, -NO2, -NH2, -NR^R^, and optionally 
substituted Ci-ealkyl; 

J is selected from =N-, =C(H)-, =C(halogen)-, and =C(CN)-; 
Z is selected from -S(0)o.2-, -0-, and -NR^-; 

each R^ is independently selected from -H, optionally substituted Ci^alkyl, optionally 
substituted aryl, and optionally substituted aryl Ci^alkyl; 

Ar is either a five- to ten-membered arylene or a five- to ten-membered heteroarylene 
containing between one and three heteroatoms; 

R^ is selected from -H, halogen, trihalomethyl, -CN, -NO2, -NH2, -OR^, -NR^^, 
-S(0V2R^ 'S02NR^R^ -C02R^ -C(0)NR^^ -N(R^)S02R^ -N(R^)C(0)R^ 
-N(R^)C02R^, -C(0)R^, and optionally substituted Ci-aalkyl; 
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each is independently selected from -H, -Si(R^)(R^)R^, optionally substituted lower 
alkyl, optionally substituted aryl, optionally substituted arylalkyl, and optionally 
substituted heteroarylalkyl; 

two R^, together with the nitrogen to which they are attached, form a four- to seven- 
membered heteroalicyclic, said four- to seven-membered heteroalicyclic optionally 
containing one additional heteroatom; when one said additional heteroatom is a nitrogen, 
then said nitrogen is optionally substituted with a group selected from -H, trihalomethyl, 
-SOaR^, -S02NR^R^, -C02R^, -C(0)NR^R^, -C(0)R^, and optionally substituted lower 
alkyl; 

B is selected from absent, -N(R^^)-, -NCSOaR^^)-, -0-, -S(0)o-2-, and -C(=0)s 

L is selected from absent, -C(=S)N(R^^)-, -C(=NR^^)N(R^^)-, -S02N(R^^)-, -SO2-, 
-C(=0)N(R^^)-, -N(R")-, -C(=0)Ci.2alkylN(R^^)., -N(R^^)Ci-2alkylC(=0)-, 
-C(=0)Co-ialkylC(=0)N(R^^)-, -C(=0)-, -C(Malkylene-, -C(=0)Co-iallcylC(=0)OR^-, 
-C(=NR^'^)Co-ialkylC(=0)-, -C(=0)Co.ialkylC(=0)-, and an optionally substituted four- to 
six-membered heterocyclyl containing between one and three annular heteroatoms and 
comprising at least one nitrogen; 

T is selected from -H, -R^^, -C(Malkyl, -Co^alkylQ, -OCo^alkylQ, -Co^alkylOQ, 
.N(R^^)C(MalkylQ, -S02C(MalkylQ, -C(=0)C(MalkylQ, -C(MalkylN(R^^)Q, and 
-C(=0)N(R^^)C(MalkylQi wherein each of th6 aforementioned Co-4aUcyl is optionally 
substituted; 

Q is a five- to ten-membered ring system, optionally substituted with between zero and 
four of R^; 

each R^° is independently selected from -H, halogen, trihalomethyl, -CN, -NO2, -NH2, 
-OR^ -NR^R^ -S(0)o.2R^ -S02NR^^ -C02R^ -C(0)NR^^ -N(R^)S02R^ 
-Na^^)C(0)R^, -N(R^)C02R^, -C(0)R^, optionally substituted Ci-ealkyl, optionally 
substituted aryl, optionally substituted aryl Ci^alkyl, optionally substituted heterocyclyl, 
and optionally substituted heterocyclyl Ci^alkyl; 

two of R^°, together with the atom or atoms to which they are attached, combine to form 
an optionally substituted three- to seven-membered heteroalicyclic, said optionally 
substituted three- to seven-membered heteroalicyclic either spiro- to Q or fused to Q; 

D is selected from -0-, -S(0)o.2-, and -NR*^-; 
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R^^ is either R^, or according to formula XXIV; 




XXIV 

wherein X\ X^ and optionally X^, represent the atoms of a saturated bridged ring system, 
said saturated bridged ring system comprising up to four annular heteroatoms represented 
by any of XS X^, and X^; wherein, 

each X^ is independently selected from -C(R^)R''-, -0-, -S(0)o-2-, and -NR^-; 

each X^ is independently an optionally substituted bridgehead methine or a' 
bridgehead nitrogen; 

each X^ is independently selected from -C(R^)R''-, -0-, -^(0)o-2-, and -NR^-; 

Y is either: 

an optionally substituted Ci-ealkylene linker, between D and either 1) any annular 
atom of the saturated bridged ring system, except X^ when X^ is a 
bridgehead nitrogen, or 2) any heteroatom, represented by any of R^ or R^; 
provided there are at least two carbon atoms between D and any annular 
heteroatom of the saturated bridged ring system or any heteroatom 
represented by any of R^ or R^; 

or Y is absent, when Y is absent, said saturated bridged ring system, is directly 
attached to D via an annular carbon of said saturated bridged ring system, 
unless D is -SO2-, in which case said saturated bridged ring system, is 
directly attached to D via an any annular atom of said saturated bridged 
ring system; 

m and p are each independently one to four; 

n is zero to two, when n is zero, then there is a single bond between the two bridgehead 

X^'s; 

R^ and R^ are each independently selected from -H, halogen, trihalomethyl, -CN, -NH2, 
-NO2, -OR^ -NR^R^ -S(0)o.2R^ -S02^^R^^ -C02R^ -C(0)NR^^ -N(R^)S02R^ 
.N(R^)C(0)R^, -NC02R^ -C(0)R^ optionaUy substituted Ci^jalkyl, optionaUy substituted 



417 



wo 2005/030140 



PCT/US2004/031523 



aryl, optionally substituted aryl Ci^alkyl, optionally substituted heterocyclyl, optionally 
substituted heterocyclyl a Ci-6lkyl, and a bond to either Y or D; or 

and R^, when taken together are oxo; or 

and R^, when taken together with a common carbon to which they are attached, form a 
optionally substituted three- to seven-membered spirocyclyl, said optionally substituted 
three- to seven-membered spirocyclyl optionally containing at least one additional annular 
heteroatom selected from N» O, S, and P; 

R^ is selected from -R^ Y, -S02NR^R^ -C02R^ -C(0)NR^R\ -S02R^ and -C(0)R^; 

R" is selected from -H, -C(=0)R^ -C(=0)OR^ -C(=0)SR^ .S02R^ -C(=0)N(R^)R^ and 
optionally substituted Ci^alkyl; 

two R^^, together with the atom or atoms to which they are attached, can combine to form 
a heteroalicyclic optionally substituted with between one and four of R^°, said 
heteroalicyclic comprising up to four annular heteroatoms, and said heteroalicyclic 
optionally comprising an aryl or heteroaryl fused thereto, in which case said aryl or 
heteroaryl is optionally substituted with an additional one to four of R^°; 

R^^ is selected from -H, -NO2, -NH2, -N(R^)R^, -CN, -OR^, optionally substituted 
Ci-6alkyl, optionally substituted heteroalicyclyl Ci^alkyl, optionally substituted aryl, 
optionally substituted aryl Ci.6alkyl and optionally substituted heteroalicyclic; 

R^^ is a group -M^-M^, wherein is selected from absent, -C(=S)N(R^^)-, 
-C(=NR'^)N(R^^)-, -S02N(R'^)-, -SO2-, -C(=0)N(R^^)-, -C(=0)C(=0)N(R^^)-, 
-Co-4alkylene-, -C(=0)-, and an optionally substituted fovu- to six-membered heterocyclyl 
containing between one and three heteroatoms but comprising at least one nitrogen; and 
is selected from -H, -Co^alkyl, alkoxy, -C(=0)Co^alkylQ, -Co^alkylQ, -OQMalkylQ-, 
-N(R")C(MalkylQ-, and -C(=0)N(R^^)C(MalkylQ; 

R^° is selected from -H, halogen, trihalomethyl, -CN, -NO2, ■'NH2, -OR^, -NR^R^, 
-S(0)o-2R^ -S02NR^^ -C02R^ -C(0)NR^^ -N(R^)S02R^ -N(R^)C(0)R^ 
-N(R^)C02R^ -C(0)R^, optionally substituted Ci-ealkyl, optionally substituted aryl, 
optionally substituted heteroaryl Ci^alkyl, and optionally substituted aryl Ci^alkyl; 

two of R^^, when attached to a non-aromatic carbon, can be 0x0; 

is a suitable leaving group; and 
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is selected from -H, a metal, and a group removed in-situ when combining XXll and 
XXm to make XXI. 

116. The process according to claim 115, wherein Ar is para-phenylene as defined by 
the substitution pattern of -Z- and -B-Lr-T about said phenylene. 

1 17. The process according to claim 116, wherein Z is either -O- or -NR^-, 

118. The process according to claim 117, wherein -B-L-T is selected from the 
following: 
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wherein Q, R^^, and R" are as defined above; each E is selected from -0-, -N(R^^)-, -CH2, 
and -S(0)o.2-; M is selected from -0-, -N(R^^)-, -CH2-, and -C(=0)N(R^^)-; each V is 
independently either =N- or =C(H)-; each methylene in any of the above formulae is 
independently optionally substituted with R^; and R^ is selected from halogen, 
trihalomethyl, -CN, -NO2, -NH2, -OR^ -NR^R^ -S(0)o.2R^ -S02NR^R^ -C02R^ 
-C(0)NR^R^ -N(R^)S02R^ -N(R^)C(0)R^ -N(R^)C02R^ -C(0)R^ optionally substituted 
aryl, optionally substituted aryl Ci^alkyl, heteroaryl Ci^alkyl, and optionally substituted 
Ci^alkyl; two of R^, together with the carbon or carbons to which they are attached, can 
combine to form an optionally substituted three- to seven-membered alicyclic or 
heteroalicyclic; two of R^ on a single carbon can be 0x0. 

119. The process according to claim 118, wherein there is one of R^ that is -D-R^^ and 
another of R^ that is -OR^^ 

120. The process according to claim 119, wherein D is -0-. 

121. The process according to claim 120, wherein -O-R^^ and -OR^* are interchangeably 
located at the 6-position and 7-position of the quinazoline or qtunoline according to 
Formula XXI. 

122. The process according to claim 121, wherein -OR^* is selected from -OH, 
-OSi(R^)(R^)R^, and optionally substituted -OCi^alkyl. 

123. The process according to claim 122, wherein J is =N- or =COH)-. 

124. The process according to claim 123, wherein -B-L-T is selected from: 
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wherein Q, R^^ R^^, E, and R^ are as defined above; each methylene in any of the above 
formulae, other than those in a depicted ring, is independently optionally substituted with 
R^; and R^ is selected from halogen, trihalomethyl, oxo, -CN, -NO2, -NH2, -OR^, 
.NR^R^ -S(0)o.2R', -S02NR^R^ -C02R^ -C(0)NR^R^ -N(R')S02R^ -N(R^)C(0)R^ 
-N(R^)C02R^, -C(0)R^, optionally substituted aryl, optionally substituted aryl Ci-6alkyl, 
heteroaryl Ci-6alkyl, and optionally substituted Ci-ealkyl; two of R^, together with the 
carbon or carbons to which they are attached, can combine to form a three- to seven- 
membered optionally substituted alicyclic or heteroaUcyclic, 



125. The process according to claim 124, wherein Q is selected from the following three 
formula: 













^— N 



wherein R^^ is defined as above, and P is a five- to seven-membered ring, including the 
two shared carbons of the aromatic ring to which P is fused, P optionally containing 
between one and three heteroatoms. 



126. The process according to claim 125, wherein -B-L-T is either of formula XXV or 
formula XXVI, 
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XXV XXVI 



wherein R is defined as above; G is either an optionally substituted cycloalkyl or an 
optionally substituted heteroalicyclic; each R^® is independently selected from halogen, 
trihalomethyl, -CN, -NO2, -NH2, -OR^ -NR^^ -S(0)o.2R^ -S02NR^^ -C02R^ 
-C(0)NR^R^ -N(R^)S02R^ -N(R^)C(0)R^ -N(R^)C02R^ -C(0)R^ and optionally 
substituted Ci^alkyl; and R^* and R^^ are each independently selected from -H and 
optionally substituted Ci^alkyl. 

127. The process according to claim 126, wherein a compound of formula XXIIa is 
combined with a compound of formula XXilia to make a compound of formula XXla, 




XXIa 



wherein -B-L-T, Z, J, R^^, and R^ are as defined above; R^° is selected from -H, -NO2, 
-NH2, and -NR^R^; provided when Z is -N(R^)- that R^ is selected from -H, Ci-salkyl, and 
aryl Ci.aalkyl; is selected from halogen, optionally substituted alkyl-S(0)o.2-, optionally 
substituted arylsulfonate, optionally substituted alkylsulfonate, a group containing boron, 
an azide, a group containing phosphorus, and a metal; and is selected from -H and a 
metal. 

128. The process according to claim 127, wherein is selected firom -H, lithium, 
sodium, potassium, cesium, copper, palladium, and titanium. 

129. The process according to claim 128, wherein Z is -0-. • 
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130. The process according to claim 129, wherein is selected from chlorine, bromine, 
a toluene sulfonate, and trifluoromethansulfonate. 

13 1 . The process according to claim 130, wherein R is -H. 

132. The process according to claim 131, wherein J is =C(H)-. 

133. The process according to claim 132, wherein is selected from Ci^ alkyl, 
perfluoro Ci-6 alkyl, and halogen. 

134. The process according to claim 133, wherein XXIIa and XXIUa are heated 
together, optionally with a base, optionally with microwave radiation, to form XXIa. 

135. The process according to claim 134, wherein the base is selected from an organic 
base, an inorganic base, and a combination of an organic base and an inorganic base. 

136. The process according to claim 135, wherein the base is selected from 2,6-lutidine, 
4-N,N-dimethylaminopyridine, and a metal carbonate. 

137. The process according to claim 136, wherein XXIIa and XXnia are heated 
together in a solvent with said base, at between about 40°C and 200°C for between about 
one hour and twenty-four hours to form XXIa. 

138. The process according to claim 137, wherein the solvent is an organic solvent. 

139. The process according to claim 138, wherein one molar equivalent of XXUa is 
combined with between about one quarter and four molar equivalents of XXJULia. 

140. The process according to claim 139, wherein one molar equivalent of XXIIa is 
combined with more than one but less tibian two molar equivalents of XXllIa. 

141. The process according to claim 140, wherein XXIIa is combined with XXIUa and 
said base in an aromatic solvent to form a mixture, and said mixture is heated to between 
about lOO^C and lOO'^C for between about one and ten hours to form la. 

142. The process according to claim 141, wherein the aromatic solvent is an optionally 
substituted benzene. 
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143. The process according to claim 142, wherein the aromatic solvent is 
bromobenzene. 

144. The process according to claim 143, wherein the base is 4-NJ^- 
dimethylaminopyridine. 

145. The process according to claim 144, wherein said mixture is heated to reflux for 
between about three and seven hours. 

146. The process according to claim 145, wherein said mixture is heated to reflux for 
between about four and six hours. 

147. The process according to claim 140, wherein XXHa is combined with XXIIIa and 
said base in a non-aromatic solvent to form a mixture, and said mixture is heated to 
between about 40°C and lOO^'C for between about one and twenty hours to form XXIa. 

148. The process according to claim 147, wherein the non-aromatic solvent comprises a 
functional group selected from an amide, and ether, a nitrile, a halide, an ester, an amine, 
and a ketone. 

149. The process according to claim 148, wherein the non-aromatic solvent is N,N- 
dimethylacetamide. 

150. The process according to claim 149, wherein the base is potassium carbonate. 

151. The process according to claim 150, wherein said mixture is heated to about 50°C 
between about ten and twenty hours. 

152. The process according to claim 151, wherein the aromatic solvent is an optionally 
substituted pyridine. 

153. The process according to claim 152, wherein the aromatic solvent is 2,6-lutidine. 

154. The process according to claim 153, wherein the base is 2,6-lutidine. 

155. The process according to claim 154, wherein said mixture is heated to reflux for 
between about three and seven hours. 
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156. The process according to claim 155, wherein said mixture is heated to reflux for 
between about foxir and six hours. 

157. The process according to claim 139, wherein one molar equivalent of XXllla is 
combined with more than one but less than two molar- equivalents of XXIIa. 

158. The process according to claim 157, wherein XXIIa is combined with XXnia and 
said base in an aromatic solvent to form a mixture, and said mixture is heated to between 
about lOO'^C and 200°C for between about ten and twenty hours to form XXIa. 

159. The process according to claim 158, wherein the aromatic solvent is an optionally 
substituted pyridine. 

160. The process according to claim 159, wherein the aromatic solvent is 2,6-lutidine. 

161. The process acpording to claim 160, wherein the base is 2,6-lutidine. 

162. The process according to claim 161, wherein said mixture is heated to between 
about 150°C and 200°C for between about fifteen and twenty hours. 

163. The process according to any of claims 134 - 162, wherein a compound of formula 
XXnb is substituted for the compound of formula XXIIa, and either a compound of 
formula XXlUb or a compound of formula XXnic is substituted for the compound of 
formula XXEUa, in order to make a compound of formula XXIb or a compound of 
formula XXIc, respectively. 




xxnb 




XXUlb 



xxmc 
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XXIc 

wherein J, R^°, R^^ and are as defined above. 

164. The process according to claim 163, wherein R^, if present, is halogen. 

165. The process according to claim 164, wherein R^, if present, is fluorine. 

166. The process according to claim 165, wherein R^, if present, is up to two fluorines 
ortho to the oxygen of the phenylene to which R^ is attached. 

167. The process according to claim 115, used to make a compound listed in either 
Table 1 or Table 2. 

168. The process according to any of claims 115 - 167, further comprising converting 
said compound to a pharmaceutically acceptable salt, hydrate, or prodrug thereof. 
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